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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

· OFFICE OF PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

Antimicrobials Division 

December 12, 2004 

MEMORANDUM: 

From: 

To: 

Thru: 

Efficacy Review EPA Reg. No. 9402-10 Kleenex Anti-Viral Tissue 
DP Barcode 311439 · 

Nancy Whyte, Efficacy Team Leader (Acting) 
Efficacy Evaluation Team 
Product Science Branch 
Antimicrobials Division (7510C) 

Adam Heyward, PM Team 34 
Regulatory Management Branch II 
Antimicrobials Division (7510C) 

Michele E. Wingfield, Chief 
Product Science Branch 
Antimicrobials Division (7510C) 

Applicant:: Kimberly-Clark Corporation 
2100 Winchester Road 
Neenah, Wisconsin 54956 

Formulation Label: %by wt. 
Active lngredient(s) 

Citric acid .......... : .......................................................... 7.53°/o 
Sodium lauryl sulfate ............. : ...................................... 2.02% 
Other ingredients ........................................................ 90.49% 
Total ........................................................................ 1 00.0°/o 

I. Background: 

The report of efficacy data conducted by Hill Top Research, Inc., Cincinnati, OH to 
determine the effectiveness of the product against Rhinovirus 2, ATCC VR-482 was received by 
the Product Science Branch on December 10, 2004. The testing had been done in February 
2003 and was reported in MRID No. 4568754-01. Testing previously done against this 
organism in 2002 was not acceptable to support a label claim for effectiveness of the product 
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against Rhinovirus 2 because the recoverable virus titer achieved in the testing was not 1 04 for 
any of the three product lots tested. Efficacy data submitted at that time for four other 
organisms, Rhinovirus 1, ATCC VR-1364, lnfluenzae A, ATCC,VR-1469, lnfluenzae virus B, 
CDC !D# 2001701156 and Respiratory Syncytial Virus, ATCC VR-26 had been accepted in 
.support of label claims. The testing was done using Good Laboratory Practices, and a Quality 
Assurance Statement was included in the testing report to the Agency. 

II. Use Directions: 

The use directions printed on the package label state that the product is to be used 
as a facial tissue, and has not been tested against bacteria, fungi, or other viruses. The tissues 
are to stored in a dry area, and disposed of promptly after use. 

Ill. Agency Standards for Proposed Claims: 

The effectiveness of virucides against specific viruses must be supported by efficacy · 
data that simulates, to the extent possible in the laboratory, the conditions under which the 
product is intended to be used. Carrier methods that are modifications of either the AOAC Use­
Dilution Method (for liquid disinfectants) or the AOAC Germicidal Spray Products Test (for spray 
disinfectants) must be used in developing data for virucides intended for use upon dry 
inanimate, environmental surfaces (e.g., floors, tables, cleaned dried medical instruments). To 
simulate in-use conditions, the specific virus to be treated must be inoculated onto hard 
surfaces, allowed to dry, and then treated with the product according to the directions for use 
on the product label. One surface for each of two different batches of disinfectant must be 
tested against a recoverable virus titer of at least 104 from the test surface for ·a specified 
exposure period at room temperature. Then, the virus must be assayed by an appropriate. 
virological technique with multiple replicates per dilution. The calculated viral titers must be 
reported with the test results. For the data to be considered acceptable, results must 
demonstrate complete inactivation of the virus at all dilutions .. When cytotoxicity is evident, at 
least a 3-log reduction in titer must be demonstrated beyond the cytotoxic level. These Agency 
standards are presented in DISn-SS-7. · 

IV. Summary of Study: 

There were no specific details presented about the actual testing procedure or the 
preparation of the virus prior to testing. A Protocol to Measure the Virucidal Efficacy of Facial 
Tissues prepared by Hilltop Laboratories was included in the testing report. This document 
outlined the experimental design for such testing, and contained a copy of Efficacy Data 
Requirements for Virucides proposed by the Registration Division, Office of Pesticide Programs 
of the Agency in 1976 which are consistent with the· requirements of DISn-SS-7 (see above). 
Results of the testing were reported as follows on the next page of this review. 
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Inoculating Facial Tissue Disks at 15 Minute Exposure Period against 
Rhinovirus 2, ATCC VR-482 

Log10 TCID5of0.1 ml * 

Test Average Titer** Reduction in Virus Titer Percent Reduction in 
Substance 

3-7-02-4A 

3-7-02-48 

3-7-02-4C 
60 da. stability 

sample 

3-7-02-40 
Control 

* Triplicate runs 
NA= Not Applicable 

Virus Titer 

0.5* 4.3 >99.9~ 

0.5 4.3 >99.99 

4.3 >99.99 
0.5 

NA NA NA 

Results of Virucidal Tests Rhinovirus 2, ATCC VR-482 
Sample: 3-7 -04-4A 
Control· 3-7-02-40 

CYTOPATHIC EFFECT 

Dilution Inoculated Virus Control* 
a b 

10"1 ++++ ++++ 

10"2 ++++ ++++ 

10-3 ++++ ++++ 

10-4 ++++ ++++ 

10-5 0++0 0+0+ 

10-6 0000 0000 

Viral Titer 5.0 5.2 
(Log 10 **TCI05of0.1 ml) 

Average Viral Titer 4.8 
(Log,0 **TCI05of0.1 ml) 
.. 

*Tnphcate runs 
· Note: + = virus recovered: 0 = no virus recovered 

TCID50 Calcul~ted by method of Reed and Muench 
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c 

++++ 

++++ 

++++ 

+00+ 

000+ 

0000 

4.2 

Sample + Virus* 
a b 

·oooo 0000 

0000 0000 

0000 0000 

0000 0000 

0000 0000 

0000 0000 

0.5 0.5 

- 0.5 

c 

0000 

0000 

0000 

0000 

0000 

0000 

0.5 



Results of Virucidal Test for Rhinovirus 2, ATCC VR-482 
Sample: 3-7-02-48 
Control 3-7-02-40 

Dilution Inoculated 

10-1 

10"2 

10"3 

10-4 

10"5 

10-0 

Viral Titer 
(Log10 **TC10sof0.1 ml) 

Average Viral Titer 
(Log10 **TC10sof0.1 ml) 

*Tnphcate runs 

CYTOPATHIC EFFECT 

Virus Control* 
a ~ 

++++ ++++ 

++++ ++++ 

++++ ++++ 

++++ ++++ 

0++0 0+0+ 

0000 000+ 

5.0 5.2 

4.8 

Note: + = virus recovered: 0 = no virus recovered 
TCI050 Calculated by method of Reed and Muench 

Sample + Virus* 
c a b 

++++ 0000 0000 

++++ 0000 0000 

++++ 0000 0000 

+00+ 0000 0000 

000+ 0000 0000 

0000 0000 0000 

4.2 0.5 0.5 

0.5 

. Results of Virucidal Test for Rhinovirus 2, ATCC VR-482 
Sample: 3-7-02-4C (60 day Stability Study) 
Control 3-7-02-40 

CYTOPATHIC EFFECT 

Dilution Inoculated Virus Control* Sample + Virus* 
a b c a b 

10"1 ++++ ++++ ++++ 0000 0000 

10"2 ++++ ++++ ++++ 0000 0000 

10-3 ++++ ++++ ++++ 0000 0000 

10-4 ++++ ++++ +00+ 0000 0000 

10"5 0++0 0+0+ 000+ 0000 0000 

10-0 0000 000+ 0000 0000 0000 

Viral Titer 5.0 5.2 4.2 0.5 0.5 
(Log10 **TCIOsof0.1 ml) 

Average Viral Titer 4.8 0.5 
(Log10 **TCIOsof0.1 ml) 

c 

0000 

0000 

0000 

0000 

0000 

0000 

0.5 

c 

0000 

0000 

0000 

ooo·o 
0000 

0000 

0.5 

*Tnphcate runs TCI050 Calculated by method of Reed and Muench 
Note: + = virus recovered: 0 = no virus recovered 
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·. . . 

.. VI. Recommendations and Comments 

1. The original viral titer was at least 104 (average 4.8) and efficacy testing of the product, 
Antiviral Kleenex Tissue, achieved at least a 3 log,0 reduction in virus titer as required 
by DISffSS-7. 

2. The label claim, already appearing on the product packaging, that the product is 
effective against Rhinovirus 2, ATCC VR-482 following 15 minutes exposure to the 
product, is supported by the efficacy testing submitted to the Agency. 
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TASK ASSIGNMENT FORM 

Antimicrobial Division/Regulatory Management Branch II 

A llf Completed by Product Manager 

PRODUCT REVIEWER: / /It(/)(<-- It// '11 J RMB II TEAM __M__ 

Descriptio-n of Actior-xJ j ~- ·. . .. ' ~d/,(~P/.1_./ EPA File Symbol/Reg No.: 

~r-o2-~/o . . . IX. '".//{_.A--

D~cision No. 31/-'H:JO 1/ J Submi~C/n No. _Q5_7_~·[j_ I Fee for. S~tvice Action Code:. 

FQPA Action Code: ~0 2- Nonlv'QPA Action Code: 
v 

Fee for Ser-Vice Fee: $ · 
.. 

:,. ... ·::::DAY'' ... ·· .. · .. 
MONTI{ 

.. .. 
YEAR 

.. . . . . ···.· . ' 

APPLICATION DATE /)-:j_ Jl~· 2004 -

//) (,? _!}_~ 
., 

EPA PIN DATE /.:_ 2004 

pr··.-lEWER ASSIGNED DATE 
-

..,/)t/ .cJS 2 0 04. 
·. I 

DATE DUE TO PM 2 0 0. 4 

.DATE DUE OUT OF AGENCY Or;{ .. Qj 2004 

Type o{Data: Product Acute Efficacy Environmental Ecological Chronic Expcs~:~re 
·Chemistry o Toxicology· 0 ·0 Fate 0 Effects 0 Toxicology o 0 

COMMENTS: NOTE TO ARCTIC SLOPE - PLEASE COMPLETE PART B OF FORM. 

.. . . 

.. 

: 
· .... 

i 

OP JJarcode.No(s): .. 

I 
ul For Arctic Sioee Contract Onl~ I 
:ontractor: Arctic Sloee llcontr.act No.: 0332 Ill ARCTIC st'oPEtMANAGER I 
)raft Task: Signature Final Task: Signature 

(Est. hrs) . (Total hrs) 

J · Reviewer.'s Comments: {!) 
. . 

. . . . . .. 
' 

:esponse Code: · / 7 · I Response Date: 5j_g_5-/QA 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

May25, 2004 

Eliot I. Harrison 
The Lewis & Harrison Consultants, 
Agent for 
Kimberly-Clark Corp. 
122 C Street, NW Suite 7 40 
Washington, DC 20001 

Subject: Kleenex® Brand Anti-Viral Tissue 
EPA Registration No. 9402-10 
Application Dated March 31, 2004 

Dear Mr. Harrison: 

OFFICE OF 
PREVENTION, PESTICIDES 

AND TOXIC SUBSTANCES 

The labeling referred to above, submitted in connection with registration under the Federal 
Insecticide, Fungicide, and Rodenticide Act (FIFRA), as amended, is acceptable. 

A stamped copy of the accepted labeling is enclosed for your records. 

Should you have any questions or comments concerning this letter, please contact me at 
(703) 308-6422, or Lisa McKelvin at (703) 308-7496. · 

Enlcosure 

ly, ' .; 17 ' 
. £1<J_)/Jt!/tJ!pU 

am Heyward 
oduct Manager (34) 
gulatory Management Branch II 

Antimicrobials Division (7510C) 



Amended Product Label 
3/31/04- Page I of 2 

. -

120 3-PLY TISSUES 8.4 x 8.2 in /21.3 x 20.8 em 
.,. 

ACTM INGREDIENTS: 
Otric Acid •..........•...... 7.51116 
Sodium Lal.lyl Sulfate. ... 2.02116 
INERT INGREDIENTS ••• 90.47116 

ACCEPTED 
MAY· 2 5 2004 

To1aL.: .................. 100.00% 
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3/31/04- Page 2 of 2 

New KLEENEr Anti-Viral* tissue kills 99.9% of Cold and Flu Viruses* 
Because cold and flu viruses are often spread by hand contact, KLEENEX® Brand has developed a new 

tissue for your whole family. New! KLEENEX® Anti-Viral* tissue has three soft layers, including a moisture­
activated middle layer that kills 99.9% of cold and flu viruses* in the tissue within 15 minutes. This 

product has not been tested against bacteria, fungi or other viruses. See below for anti-viral* details. 

Directions for Use: It is a violation of Federal law to use this product in a manner inconsistent with its labeling. Use only as a facial tissue. 
*VIrucidal Against: Rhinoviruses Type lA and 2 (Rhinoviruses are the leading cause of the common cold); Influenza A and Influenza B (causes of the flu); 
Respiratory Syncytial Virus (RSV-the leading cause of lower respiratory Infection In childre~). 
Storage and Disposal: Store in a dry area. Dispose of used tissues promptly. Do not reuse empty container. 

ACTIVE INGREDIENTS: 

0 

c 

0 

1-800-553-3639 weekdays 8 a.m. to 4 p.m. CT 

Distributed by Klmberty..Clark Global Sales, Inc., 

®Registered Trademark of 
Klmberly·Ciark Worldwide, Inc. 

Citric Acid ................... .7.51% 

Dept. KAV-120, PO Box 2020, Neenah, WI 54957·2020 
Prtnted In USA 
Made In the USA from dome3Uc and Imported material. 

www.kleenex.com 

Q 1938, 1988,2004 KCWW 
Made under the following US patents: 
8,221,211; 5,227,24:.!; 4,828,912; 4,738,847. 

120 3-PLY TISSUES 8.4 X 8.2 IN 

, ... 
"-~ This box Is made from 

100% recycled paper. 

Sodium Laury I Sulfate ..... 2.02% 
INERT INGREDIENTS ..... 90.47% 
Total ........................ lOO.OO% 

EPA Reg. No.: 9402·10 
EPA Est. No.: 009402-SC-002 

{!) 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

ELIOT I. HARRISON, AGENT FOR 
KIMBERLY -CLARK CORP 
122 C STREET, N.W. SUITE 740 
WASHINGTON, D.C. 20001 

April 2, 2004 

PRODUCT NAME: KLEENEX BRAND ANTI-VIRAL TISSUE 
COMPANY NAME: KIMBERLY -CLARK CORP 
OPP IDENTIFICATION NUMBER: 297110 
EPA FILE SYMBOL: 9402-1 0 
EPA RECEIPT DATE: 04/02/04 

SUBJECT: RECEIPT OF AMENDMENT 

DEAR REGISTRANT: 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

The Office of Pesticide Programs has received your application for an amendment and it 
has passed an administrative screen for completeness. 

During the initial screen we determined that the application appears to qualify for fast 
track review. The package will now be forwarded to the Product Manager for review to 
determine its acceptability for fast track status. 

If you have any questions, please contact Antimicrobials Division, Risk Management 
Team 34, at (703) 308-6422. 

Sincerely, 

Front End Processing Staff 
Information Services Branch 
Information Resources and Services Division 



L.EWIS & 
HARRJSON 
Consultants In Government Affairs 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Adam Heyward Product Manager (34) 
Regulatory Management Branch II 
Antimicrobial Division (751 OC) 
Office of Pesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, CM#2 
Arlington, VA 22202 

re: Product: Kleenex® Brand Anti-Viral Tissue 
EPA File Syinbol No. 9402-10 
Registrant: Kimberly-Clark Corporation 
Minor Label Amendment 

Dear Adam: 

March 31, 2004 

Inadvertently, there is a minor typographical error in the concentration of citric acid and the inert 
ingredients on the product label for Kleenex® Brand Anti-Viral Tissue. It appears that this error was 
inade when the "printers proof' labels were developed. 

The concentration of citric acid on the product label submitted with the original application and on 
the current Confidential Statement of Formula (CSF) is 7.51 %. The concentration on the most 
current stamped label is 7 .53%. The label concentration for citric acid should be 7.51 %. In addition, 
the label concentratio~ for the inert ingredients should be 90.47%, not 90.45%. Accordingly, I am 
submitting five (5) copies of a revised product label with the appropriate concentration of citric acid 
and the inert ingredients. A copy of the current CSF is also attached. 

If you have any questions about this submission, please contact me at (202) 393-3903, ext. 14. 

C{f~ G). 
Eliot Harrison 
Agent for Kimberly-Clark 



Pfe•se re•d instroctions on reve:rse before completing form. Form Approved. OMB No. 2070-C060 

&EPA 
United States 

Environmental Protection Agency 
Washington, DC 20460 § Registration OPP Identifier Number 

Amendment 2 9 711 0 
Other 

1 . Company/Product Number 

4. Company/Product (Name) 

Application for Pesticide - Section I 
2. EPA Product Manager 

PMI 

3. Proposed Classification 

D None D Restricted 

5. Name and Address of Applicant (lnc/uds ZIP Cods} 6. Expedited Review. In accor~ance with FIFRA Section 3(c)(31 
(b)(i), my product is similar or identical in composition and labeling 
to: · · 

EPA Reg. No. ________________________________ _ 

D Chsc~ if this is s nsw sddrsss 

Amendment - Explain below. 

Product Name 

Section- II 

Final printed labels in response to 
Agency Isner dated D , Resubmission in response to Agency Isner dated-------

D 
D 
D 

•Me Too• Application. 
; 

LJ Notification· Explain below. Other- Explain below. 

Explanation: Use additional page(s) if necessary. (For section I and Section II.) 

1. Material This Product Will Be Packaged In: 

Child-Resistant Packaging Unit Packaging 

E3 
Yes• 

No BYes 

No 

Section - Ill 

Water Soluble Packaging 

0 Yes 

D No 

:· lrtificstion must 
i- oiUbmitted 

If •Yes• No. per If ·vas• 
Package wgt 

No. per 
container Unit Packaging wgt. container 

I 
3. Location of Net Contents Information 4. Size(s) Retail Container 

0 Label 0 Container 

6. Manner in Which label is Affixed to Product § Uthograph 0 
Paper glued 
Stencil&d 

Other 

Section- IV 

2. Type of Container 

~=~:c 
Glass 
Paper 
Other (Specify) ______ _ 

5. Location of Label Directions 
c:::=J On label 
[:::J On labeling accompanying product 

------------------------

1 . Contact Point (Ccmplsts itsms dirsctly bslow for idsntificstion of individual to bs contsctsd, if nscssssry, to procsss this spplics•ion.J 

Name Title Telephone N-,. 'lncl••de Area Code; 

Certification 6. Date Applicat:<.r. 

I certify that the statements I have made on this form and all anachments thereto are true, accurate and complete. 
I acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisorvnent or 
both under applicable law. 

2. s;gM'"'' ~·L!J.-

4. Typed Name 5. Date 

J J.ilt. () Cf 

Ret.eived __ .. · 



PI I . I fi ease rent mstrucllons t.Jn rc,·crse JC ore comp cting (i orm. r ·onn Approved, OMB No. 2070-0060, A_j)])T"oval expires 05-31-98 

EPA 
United States 0 Registration OPP Identifier Numbe 

Environmental Protection Agency ~ Amendment 
Washington, DC 20460 0 Other 

297110 

Application for Pesticide - Section I 

I. Company/Product Number 2. EPA Product Manager 3. Proposed Classification 
9402-10 Adam Heyward 

4. Company/Product (Name) PM# ~None 0 Restricte( 

5. 

Kleenex® Brand Anti-Viral Tissue Team 34 

Name and Address of Applicant (Include ZIP Code) 6. Expedited Review. In accordance \Vith FIFRA Section 3(c)(3)(bXI), my product is 

Kimberly-Clark similar or identical in composition and labeling to: 

21 00 Winchester Road EP~ Reg. No. 
Neenah, WI 54956 

0 Check if this is a new addresss ' Product Name 

- Section- II 

~ Amendment- Explain below. 0 Final printed labels in response to Agency letter dated ___ 

D Resubmission in response to Agency letter dated 0 "Me Too" Application 

D Notification- Ex lain below. p D Other- Ex lain below p 

Explanation: Use additional page(s) is necessary. (For Section I and Section II.) 

Minor label amendment- correcting a typographical error on the product label's ingredient statement. 
This action does not require a Registration Fee. 

Section - III 
I. Material This Product Will Be Packaged In: 
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 

0 Yes• 0 Yes 0 Yes 

0 No 0 No 0 No 
r-~If~.~.Y~e-s'~.------------~N~o-.-pe_r __ _,~~I~f~"~Y~es~'~'----~----~N~o-.-p-e-r---1 *Certification must be 

submitted Unit Packaging wgt. container Package wgt. Container 

2. Type of Container 

0 Metal 

0 Plastic 

0 Glass 

0 Paper 

0 Other (Specifiy) 
3. Location of Net Contents Information 

CJ Label 0 Container 

4. Size(s) Retail Container 5. Location of Label Directions 

0 On Label 

6. Manner in Which Label is Affixed to Product 0 Lithograph 
0 Paper glued 
0 Stenciled 

Section- N 

0 On labeling accompanying product 
0 Other _________________ _ 

I. Contact Point (Complete items directly below for identification of individual to be contacted. if necessary, to process this application) 

Name Title Telephone No. (Include A~ea C 'ld~) 

Eliot I. Harrison Agent for Kimberly-Clark Corp. (202) .393-Z903 _ . _____ _ 
Certification 

I certify that the statements I have made on this form and all attachments thereto are true, accurate and complete. I acknowledge 
that any knowingly false or misleading statement may be punishable by fine or imprisonment or both under applicable law. 

2. Signature ~ r 3. Title 

Agent for Kimberly-Clark Corp. 
4. Typed Name ".. 5. Date 

Eliot I. Harrison March 31, 2004 

6. Date Application Ret~ivet: 

(Stampeq) ·. 

EPA Form 8570-1 (Rev. 8-94) Prcv1ous editions arc obsolete While- EPA File Copy (original) Yellow- Applicant Cop: 



PM WORK ASSIGNMENT SHEET 
. . ---

DECISION ____::\..__.·q'-=~.L_I..fv~()~1 d::..::--
1 

_· __ _ PM3/ 
. DESCRIPTION OF ACTION: _r ______________ _ 

SUBMISSION BAR CODE: S --~.Z~:2~/....w:()~N~J--...!j'-..-:::!_)::...___. ____ _ 

PRODUCT REVIEWER: _ __,c:.L~/--.....::·iJ_1_""'_~---------
FILE svMsouREG No.: Cf to 2-- - 1 o · 
FQPA ACTION CODE:~ NON-FQPA ACTION CODE: _m__v 
AMOUNT OF TIME TO COMPLETE TASK (ASRC only) HOURS 

MONTH DAY YEAR 

APPLICATION DATE D -7~ ~ct C)S 
EPA PIN DATE ;( o·7 IJ? 
REVIEWER ASSIGNED DATE 

. { . . / -1 __ c)//.· /I 
· DATE DUI; OUT OF AGENCY 

I 

Product ToxicologY,· Efficacy: D Product Chemistry: 0 

RASSB:~ HED TOX D 

TYPE OF DATA!·· 

ENVIRONMENTAL FA D FISH/WILDLIFE D 

Other D.!--/ '------------

JACKET(S)/FILE SHOULD BE SUBMITTED WITH YOUR LETTERS FOR SIGNATURE 

RESPONSE CODE: ..38 RESPONSE DATE: 5 I /~1M 
MO Day Year 



U.S. ENVIRONMENTAL PROTECTION AGENCY 
Office of Pesticide Programs 

KIMBERLY-CLARK CORP 
1400 HOLCOMB BRIDGE RD. 
ROSWELL, GA 30076 

Report of Analysis for Compliance with PR Notice 86-5 

Thank you for your transmittal of 03/03/03. Our staff 

MAR102003 

has completed a preliminary analysis of the material. The results are 
provided as follows: 

Your submittal was found to be in full compliance with 
the standards for submission of data contained in PR 
Notice 86-5. A copy of your bibliography is enclosed, 
annotated with Master Record ID's (MRIDs) assigned to 
each document submitted. Please use these numbers in 
all future references to these documents. Thank you for 
your cooperation. If you have any questions concerning 
this data submission, please raise them with the 
cognizant Product Manager, to whom the data have been 
released. 

~ 
~ 
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LEWIS & 
HAR.RJSON 
Consultants In Government Affairs 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Document Processing Desk- 6(a)(2) 
Office of Pesticide Programs- 7504 (c) 
U.S. Environmental Protection Agency 
Crystal Mall #2 
Arlington, VA 22202 
attn: Adam Heyward, Product Manager (34) 

February 26, 2003 

re: Reportable Information Under FIFRA Section 6(a}(2) 
Product: Kleenex® Brand Anti-Viral Tissue #2 
EPA File Symbol No. 9402-RE 
Active Ingredients: Citric Acid and Sodium Lauryl Sulfate 

Dear Mr. Heyward: 

• • • . " . ' 

. . . . . . 

• J ·•· ~ 

. . . . . 
' " . ., 

On behalf of Kimberly-Clark Corporation, I am submitting pursuant to Section 6(a)(2) of 
FIFRA and EPA's regulations at 40 C.F.R. Part 159, a human clinical dermal study 
conducted with Kleenex® Brand Anti-Viral Tissue #2. A registration application for this 
product is currently pending with the Agency's Antimicrobial Division, Office of Pesticide 
Programs (AD/OPP). As discussed further below, Kimberly-Clark is confident that 
Kleenex® Brand Anti-Viral Tissue #2 is not a dermal irritant when used, as intended, as 
a facial tissue. 

To support the registration of Kleenex® Brand Anti-Viral Tissue #2, Kimberly-Clark 
conducted a dermal irritation study in rabbits (OPPTS Guideline No. 870.2500). No 
irritation was observed in any of the test animals. Accordingly, Kleenex® Brand Anti­
Viral Tissue #2 has been classified as n·on-irritating to skin. S~parate from the dermal 
irritation study required by OPP for product registration, Kimberly-Clark, as do most 
other consumer product companies, conducted human clinical studies to evaluate 
whether Kleenex® Brand Anti-Viral Tissue #2 may cause either cumulative irritant 
contact dermatitis and/or allergic contact dermatitis. These human studies were 
performed under conditions that simulate both the intended use and potential significant 

. /_. 

...... . . . . . 
..... '"' , . . . 
.... ; - . 

misuse, of the Kleenex® Brand Anti-Viral Tissue #2. 0 



-2-

The allergic contact dermatitis study (titled, "Repeated Insult Patch Study", No. 
OS 1 06902-2) clearly demonstrated that Kleenex® Brand Anti-Viral Tissue #2 
irrespective of the patching conditions el"flployed, did not cause allemic conta~t 
dermatitis. · 

T~e ~umulative irrita~.t contact dermatitis study (titled, "21-Consecutive-Day Cumula13 
lrrrta~1on Patch Study , No. DS31 0502-1) was performed under conditions that can b 
cons1dere? much ~ore severe than the standard animal dermal irritation study. ·For 
example, 1n the human study the test material (Kleenex® Brand Anti-Viral Tissue #2) 
was applied to each study participant for 23.5 consecutive hours per day for 21 
consecutive days. In the animal study, the test material was placed under a semi­
occlusive patch for 4 hours. The four different human testing conditions were: 

-Semi-occlusive patching of dry tissue (simulates intended use); 
-Semi-occlusive patching of wet tissue,(simulates misuse); 
-Occlusive patching of dry tissue (simulates significant misuse); and 
-Occlusive patching of wet tis·sue (simulates significant misuse). 

It is imp·ortant to emphr:tsize that occlusive patching was employed in order to evaluate 
potential significant product misuse, such as feminine hygiene use as a temporary 
tampon substitute or temporary occluded pad substitute. 

Under conditions that simulated the intended use of Kleenex® Brand Anti-Viral Tissue 
#2 (semi-occlusive patch of dry test material/tissue), no irr,tation was observed in the 
study. Even under more severe test conditions (semi-occlusive patching of wet test 
material/tissue) the result was ·considered no different than the semi-occlusive patch 
with dry test material/tissue. Under conditions that simulated significant product 
misuse, moderate irritation was observed. However, even then, irritation was not seen 
until five days into the 21 day cumulative test. Thus, irritation would only occur if the 
misuse were both sig.nificant and continued for a longer period of time than could 
reasonably be expected for this product. Moreover, any irritation that did occur to the 
test participants during the study, dissipated after use of the test material/tissue was 
discontinued, and there was no permanent damage to the underlying dermis. 

Based on the results of the human studies, Kimberly-Clark is confident that Kleen·ex® 
Brand Anti-Viral Tissue #2, is not a dermal irritant when used as intended, as a facial 
tissue. Consistent with EPA packaging/labeling requirements, the package label will 
clearly indicate "For use only as a facial tissue". · 
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If you have questions about this submission, please contact me at (202) 393-3903, ext. 
14. 

Sincerely, 

~ison 
Agent for Kimberly-Clark 



LEWIS & 
HAR.RJSON 
Consultants In Government Affairs 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Adam Heyward Product Manager (34) 
Regulatory Management Branch II 
Antimicrobial Division (751 OC) 
Office of Pesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, CM#2 
Arlington, VA 22202 

re: Product: Kleenex® Brand Anti-Viral Tissue #2 
EPA File Symbol No. 9402-RE 
Applicant: Kimberly-Clark Corporation' 
Registration Application for New Product 

February 26, 2003 

Data Transmittal Letter for Studies being Submitted in Response to 
Your Correspondence of November 25, 2002 

Dear Adam: 

. /. .. 

On behalf of Kimberly-Clark Corporation, I am submitting the following studies pursuant to 
FIFRA 6(a)(2): 

• Volume 1 of2 
21-Consecutive-Day Cumulative Irritation Patch Study 
MRID# 45870201 

• Volume 2 of2 
Repeated Insult Patch Study 
MRID# 45870202 

' . . ' 
If you have any questions regarding this submission, please contact me at (202) 393-3903/·ext.' 
14. 

Sincerely, 

~nison 
Agent for Kimberly-Clark 

. ~ . ~ -:: " 
• • • • • • 

• • . . . ~ ........ . . . .. . ., . ~ " . 
. . :. (;fl' .. 
~:~:~;® 



MEMORANDUM 

Date: September 30, 2003 

Subject: 6 (a)(2) Screening for Kleenex® Brand Anti-Viral Tissue #2 

EPA Reg: 9402-10 
Kleenex® Brand Anti-Viral Tissue #2 
DP Barcodes: D293383 
PC Code:021801, Citric Acid _ 

From: Deborah Smegal, Toxicologist, £~J,<2)"-.f\>~ 
Risk Assessment and Science Support Branch (RASSB), Antimicrobials Division 
(AD)[751 OC] 

To: Adam Heyward, PM 34 
Sharon Carlisle, PM Team Reviewer 
Regulatory Management Branch 
Antimicrobials Division [751 OC] 

Thru: Norman Cook, Chief, RASSB/AD [7510C] ~- CoJ---. 

Applicant: Kimberly-Clark Corp, Roswell, GA. 

Synonym:. None 

ACTION REQUESTED: Re: "21-Consecutive-Day Cumulative Irritation Patch Study" and 
"Repeated Insult Patch Study". Review the attached submission for 6 (a)(2) screening, MRIDs 
458702-01 and 458702-02 .. 

CONCLUSIONS: This study is a human clinical study which is not usually reviewed by this 
Agency. However, the material shows cumulative moderate irritation in humans under occlusive 
conditions that simulate product misuse, but no irritation under semi-occlusive patching, which 
simulates intended use. There was no evidence of sensitization. RASSB concludes this 
substance, as noted in the above studies, does not require an expedited review. 

Note: Hard copy of the study and administrative information will be returned to Norm Cook. 



November 7, 2003 

NOTE TO PM 34: Adam Heyward 

The following data package(s) have been screened for 6(a)2 and do not require expedited review: 

Registration Number MRID · 6(a)2 Data Package Number 

9402-10 458702-01 and 457802-02 DP# 293383 

' 1529-40 45919200 DP# 293386 
-

All data, administrative materials and science reviewers comments are attached for your review if 
provided. I consider this issue resolved and no further action is necessary by the 6(a)2 
coordinator at this time. 

Thanks~ 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASIDNGTON, DC 20460 

Mayl2, 2004 

Eliot I. Harrison 
The Lewis & Harrison Cons4ltants, 
Agent for 
Kimberly-Clark Corp. 
122 C Street, NW, Suite 740 
Washington, DC 20001 

Subject: Kleenex® Brand Anti-Viral Tissue #2 
EPA Registration No. 9402-1 0 
Letter Dated February 26, 2004 
Receipt Date: March 3, 2003 

Dear Mr. Harrison: 

OFFICE OF 
PREVENTION, PESTICIDES 

AND TOXIC SUBSTANCES 

The following amendment, submitted in connection with registration under the Federal Insecticide, 
Fungicide; and Rodenticide Act (FIFRA), as amended, is acceptable. 

Proposed Amendment 

Human clinical dermal study 

General Comment 

These studies are human clinical studies which are not usually reviewed by this Agency. However, 
the material shows cumulative moderate irritation in humans under occlusive conditions that simulate 
product misuse, but no irritation under semi-occlusive patching, which simulates intended use. There was no 
evidence of sensitization. 

Should you have any questions or comments concerning this letter, please contact me at 
(703) 308-6422, or Lisa McKelvin at (703) 308-7496. 

S~ely, 

rfii/;(}(_Jl r_;,&th~ 
Adam Heyward 
Product Manager (34) 
Regulatory Management Branch II 
Antimicrobials Division (751 OC) 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

Mav 12,2004 

Eliot I. Harrison 
- The Lewis & Harrison Consultants, 

Agent for 
Kimberly-Clark Corp. 
122 C Street, NW, Suite 740 
Washington, DC 20001 

OFFICE OF 
PREVENTION, PESTICIDES 

AND TOXIC SUBSTANCES 

Subject: Kleenex® Brand Anti-Viral Tissue #2 
EPA Registration No. 9402-10 
Letter Dated February 26, 2004 
Receipt Date: March 3, 2003 

Dear Mr. Harrison: 

The following amendment,_ submitted in connection with registration under the Federal Insecticide, 
Fungicide, and Rodent.icide Act (FIFRA), as amended, is acceptable. 

Proposed Amendment 

Human clinical dermal study 

General Comment 

These studies are human clinical studies which are not usually reviewed by this Agency. However, 
the material shows cumulative moderate irritation in humans under occlusive conditions that simulate 
product misuse, but no irritation under semi-occlusive patching, which simulates intended use. There was no 
evidence of sensitization. 

Should you have any questions or comments concerning this letter, please contact me at 
(703) 308-6422, or Lisa McKelvin at (703) 308-7496. 

Si;pel~ e KJlvl" 

~ ~eyward H>roduct Manager (34) 
Regulatory Management Branch II 
Antimicrobials Division (751 OC) 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

May 12,2004 

Eliot I. Harrison . ' n D \1 
The Lewis & Harrison Consultanis' 1

1\.t bU[ J 
Agent for ' 
Kimberly-Clark Corp. 
122 C Street, NW, Suite 740 
Washington, DC 20001 

Subject: Kleenex® Brand Anti-Viral Tissue #2 
EPA Registration No. 9402-1 0 
Letter Dated February 26, 2004 
Receipt Date: March 3, 2003 

Dear Mr. Harrison: 

OFFICE OF 
PREVENTION, PESTICIDES 

AND TOXIC SUBSTANCES 

The following amendment, submitted in connection with registration under the Federal Insecticide, 
Fungicide, and Rodenticide Act (FIFRA), as amended, is acceptable. 

Proposed Amendment 

Human clinical dermal study 

General Comment 

These studies are human clinical studies which are not usually reviewed by this Agency. However, 
the material shows cumulative moderate irritation in humans under occlusive conditions that simulate 
product misuse, but no irritation under semi-occlusive patching, which simulates intended use. There was no 
evidence of sensitization. · 

Should you have any questions or comments concerning this letter, please contact me at 
(703) 308-6422, or Lisa McKelvin at (703) 308-7496. 

ely, 

am t!.~fhJ 
roduct Manager (34) 

Regulatory Management Branch.ll 
Antimicrobials Division (751 OC) 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

OFFICE OF PREVENTION, 
PESTICIDES AND 

TOXIC SUBSTANCES 

MEMORANDUM . 

Date: 

Subject: 

From: 

To: 

Thru: 

Applicant: 

Synonym: 

May 5, 2004 

Data Evaluation Reviews (DERs) for two human clinical studies with 
Kleenex® Bmnd Anti-Viral Tissue #2 

EPA Reg: 9402-10 
Kleenex® Brand Anti-Viral Tissue #2 
bP Barcodes: D296506 
PC Code:02180 I, Citric Acid ( ..... \ 

\ ~) -
Deborah Smegal, Toxicologist, Jrc) })si\)-_ ' 1'6=..__() 
Risk Assessment and Science Support BWanch (RASSB), Antimicrobials Division 
(AD)[7510C] 

Adam Heyward, PM 34 
Lisa McKelvin, PM Team Reviewer 
Regulatory Management Branch 
Antimicrobials Division [7510C] 

Norman Cook, Chief, RASSB/AD [751 OC] -=2 \f. CM.Jfl:-

Kimberly-Clark Corp, Roswell, GA. 

None 

ACTION REQUESTED: Re: "21-Consecutive-Day Cumulative Irritation Patch Study" and 
"Repeated Insult Patch Study". Review the attached human clinical studies (MRIDs 458702-01 



and 458702-02), and prepare Data evaluation Reviews (DERs) .. 

CONCLUSIONS: These studies are human clinical studies which are not usually reviewed by 
this Agency. However, the material shows cumulative moderate irritation in humans under 
occlusive conditions that simulate product misuse, but no irritation under semi-occlusive 
patching, which simulates ·intended use. There was no evidence of sensitization. 

Note: Hard copy of the study and administrative information will be returned to Norm Cook. 
Sign-off Date : 05/05/04 
DP Barcode No. : 0296506 

TXRNo. 

2 



EPA Primary Reviewer: Deborah Smegal, MPH 
Risk Assessment and Science Support Branch, 
Antimicrobials Division (7510C) 

!-Iuman Skin Sensitization Study (2004) I Page I of 6 

( 
i I \ , /) 

Signature: • LJrr:vt""'-.~ .0 cv :___) 
Date May 5. 2004 

EPA Secondary Reviewer:....!.N~o:!.!r~m!...,;C~o::e.:o:!.!k"-· _____ _ Signature: ~· lt 
Risk Assessment and Science Support Branch, 
Antimicrobials Division (7510C) Date fi./'T~ 

( I 

TXR#: 

II DATAEVALUATIONRECORD II 
STUDY TYPES: NON-GUIDELINE (Human Clinical Study for Skin Sensitization) 

PC CODE: 021801 

' 

DP BARCODE: 296506 . 
SUBMISSION NO.: not provided 

TEST MATERIAL (PURIT\'): Identification number is 2416.05. Description is white tissue 
with blue dots. No other statements about the active ingredient in the test material or its purity 
were provided. Letter from Registrant (2/26/2003) identifies active ingredient as citric acid. 

SYNONYMS: not provided 

CITATION: Dosik, J.S. 2002. Repeated Insult Patch Study (2002). TKL Study No. 
DS106902-2. KC Study No. 2416 (2416.05). MRID 458702-02 

SPONSOR: Kimberly-Clark Corporation (Neenah, Wisconsin) 

EXECUTIVE SUMMARY: 
In. a primary dermal sensitization study. (MRID 458702-02) test material 2416.05 having an 
unknown active ingredient, human test participants were tested using a repeated insult patch 
study. A total of 197, mostly Caucasian female subjects completed the study. The name ofthe 
method used for this test was not specified. The study consisted of nine inductions with the test 
material and three challenge phases (e.g., challenge phases performed over 48 hour, 72 hour, and 
96 hour time periods). The patch was applied to the subjects back, either to the right or left of 
the midline, or to the upper arm. The material was affixed to the skin using an occlusive patch. 
The skin sites were scored during the nine induction periods, a make up period, and during the 
three challenge phases. 

The nine induction readings indicate that primarily erythema with no edema increased over time 
for all the subjects. This maximum elicited response occurred in 45.5% of the subjects 
completing induction. Damage to the epidermis exhibited by oozing, crusting and/or superficial 
erosions also occurred. However, this effect was the maximum elicited response in only 6.0% of 
the patients. There was a significantly lower response in the 48 hour challenge phase (3/197 or 
1.5% with edema and no damage to epidermis) and an even lower response for the 72 hour 
challenge phase ( 1/197 or 0.5% with edema and no damage to epidermis). ·This study indicate//~ 

. ~ 
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the test material may be an irritant. The study indicates the test material (2416.05) is not a 
dermal sensitizer. 

This study isdassified as Unacceptable/Non-guideline (upgradable) because ofthe following 
deficiencies: 

1) Lack of inforrriation regarding the active ingredient in the test material and purity. 
2) The study was not conducted in accordance with EPA Good Laboratory Practices (GLPs). 
3) The name of the test method used for this study was not specified. 
4) No protocol documentation of the test method was provided. 
5) The study did not provide a positive control to compare results. 

COMPLIANCE: A written statement was provided which indicated that the study was not 
conducted in accordance with EPA Good Laboratory Practice (GLP) standards, as specified in 40 
CFR Part 160 and that no information in this study is being claimed confidential on the basis of 
its falling within the scope ofFIFRA Section 10 (d)(1)(A), (B), or (C). This report is a clinical 
research study performed by TKL in accordance with all applicable federal regulations and 
proposed guidelines for Good Clinical Practices, which include: Investigational New Drug 
Application (21 CFR Part 312), Protection of Human Subjects (21 CFR Part 50), and 
Institutional Review Boards (21 CFR Part 56). 

I. MATERIALS AND METHODS 

A. MATERIALS: 

1. Test Material: 

Description: 
LoUBatch #: 
Purity: 
CAS# ofTGAI: 

Test Code No. 2416.05 (No statements about active ingredient and 
purity%) A letter from the registrant (2/26/03) accompanying the 
study submission identifies citric acid as the active ingredient. 
white tissue with blue dots 8-27-02A (two 1 lb bags) 
not provided 
not provided 
not provided 

2. Vehicle and/or positive control: 

There was no vehicle control used for TKL Study No. DS 106902-2. No positive controls were 
used for this study. 
3. Study Population: 

Age at start: 18 years or older 



Medical history: 
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All subjects were required to complete medical history and consent forms and meet all study 
requirements (not specified). Females of child bearing potential were required to practice 
accepted forms of birth control. Volunteers were excluded from the study for the following 
reasons: 

had any visible skin disease at the study site which, in the opinion of the 
investigative personnel, would have interfered with the evaluation: 
were receiving systemic or topical drugs or medication which, in the opinion of the 
investigative personnel, would have interfered with the study results; 
had psoriasis and/or active atopic dermatitis/eczema; 
were females who were pregnant, planning to become pregnant during the study, or 
breast-feeding; and/or 
had a known sensitivity to cosmetics, skin·care products, or topical drugs as related 
to the material being evaluated. 

B. STUDY DESIGN and METHODS: 

1. Test dates: 
TKL Study# DS 106902-2. KC Study No. 2416 (2416.05). 
Start: 09111/2002 End: 10/3112002 

2. Subject assignment and treatment: 

The "Repeated Insult Patch study" [TKL Study # DS 106902-2, KC Study No. 2416 
(2416.05)] followed a protocol approved on September 5, 2002. The protocol outlining 
the specific treatment procedures for conducting this study was not provided in the study 
report. However, the study report did provide an overview of study procedures. A 
description of the study is as follows. 

Subjects participated in the study over a 6-week period involving 3 phases: (1) Induction, 
(2) Rest, and (3) Challenge. Prior to study entry, the subjects were screened to assure that 
they met the inclusion/exclusion criteria. Informed consent was obtained. Each subject 
was provided with a schedule of the study activities and all subjects were told to avoid 
wetting patches and asked not to engage in activities that caused excessive perspiration. 
They were instructed to notify the staff if they experienced any discomfort beyond mild 
itching or observed any adverse changes at the patch sites, during the study or within 2 
weeks of completing the study. 

Of the 209 subjects enrolled, 197 mostly Caucasian female subjects completed the study. 

The Induction Phase consisted of 9 consecutive applications of the study material and 
subsequent evaluations of the patch sites. Prior to application of the patches, the sites 
were outlined with a skin marker, e.g., gentian violet. The subjects were required to 
remove the patches approximately 24 hours after application. They returned to the 
facility at 48-hour intervals to have the sites evaluated and identical patches applied to the 
same sites. Patches applied on Friday were removed by the subjects after 24 hours. The 
sites were evaluated on the following Monday, i.e., 72 hours after patch application. 

Following the ninth evaluation, the subjects were dismissed for a rest period of 
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approximately 10-15 days. 

Subjects who were absent once during the induction phase received a make-up (MU) 
patch at the last induction visit. The MU applications were graded 48 hours later at the 
MU visit, or were recorded as N9G (no ninth graded). 

The Challenge Phase was initiated during the sixth week of the study. Identical patches 
were applied to sites previously unexposed to the study material. The patches were 
removed by subjects after 24 hours and the sites graded after additional 24-hour and 48-
hour periods (i.e., 48 and 72 hours after application). Rechallenge was performed 
whenever there was evidence of possible sensitization. 

To be considered a completed case, a subject must have had 9 applications and no fewer 
than 8 subsequent readings during induction, and a single application and 2 readings 
during challenge. Only completed cases were used to assess sensitization. 

The patch was applied to the intrascapular area of the subjects back, either to the right or 
left of the midline, or to the upper arm. Material evaluated under occlusive patch 
conditions was applied to a 2-cm x 2-cm Webril pad attached to a non-porous, plastic 
film adhesive bandage (3M medical tape). The patch was secured with hypoallergenic 
tape (Micropore). 

3. Definitions used for Grading Response: 

The skin site was scored using the following scale: 
- = no reaction; 
? = minimal or doubtful response, slightly different from surrounding normal 
skin; 
+ = definite erythema, no edema; 
++ = definite erythema, definite ede_ma; 
+++ = definite erythema, definite edema and vesiculation. 

Special notations: 
E= marked/severe erythema, 
S= spreading of reaction beyond patch site, 
p= papular response >50%, 
pv = papulovesicular response >50%, 
D = damage to epidermis: oozing, c~sting and/or superficial erosions, 
I= itching, 
X= subject absent, 
PO= patch dislodged, 
NA = not applied, 
NP = not patched, and 
N9G= no ninth grading. 
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II. RESULTS: 

A. INDUCTION READINGS: 

The induction readings indicate that primarily erythema with no edema increased over 
time for all the subjects. This effect was the maximum elicited response in 45.5% of the 
subjects completing induction. Damage to the epidermis exhibited by oozing, crusting 
and/or superficial erosions also occurred. However, this effect was the maximum elicited 
response in only 6.0% ofthe patients. J'able 1 is a reproduction of the data presented in 
the study (see page 21 of 48 in the study report). Definitions of skin scores were provided 
in the study design and method section. Table 2 is a summary of this data (see page 21 of 
48 in the study report). 

B. CHALLENGE PHASE: 

Based on the lower response difference of the 48 hr challenge phase ( 1.5% with edema 
and no damage to epidermis) and even lower response of the 72 hr challenge phase (0.5% 
with edema and no damage to epidermis) in Table 1 to the higher responses characterized 
in the induction phast(the authors were correct in concluding that the results did not 
indicate sensitization after multiple inductions. 

TABLE 1. Summary of Dermatologic Response Grades 
Number of Subjects 

Response Induction Reading Challenge Phase 

1 2 3 4 5 6 7 8 9 Make- 48 72 96 
up hr hr 

'' 191 165 137 112 87 77 63 55 58 11 167 174 

'?' 11 31 52 57 65 68 65 58 50 2 27 22 

'?!' 0 0 0 0 0 0 0 0 1 0 0 0 

'+' 0 4 10 24 40 55 71 81 87 11 3 1 

'+1' 0 0 0 0 1 0 1 1 1 0 0 0 

'+D' 0 0 0 3 3 1 1 4 0 0 0 0 

Total 202 200· 199 196 196 201 201 199 197 24 197 197 

- = no reaction; ? = minimal or doubtful response, slightly different from surrounding normal 
skin; + = definite erythema, no edema; I= itching; D = damage to epidermis: oozing, crusting 

and/or superficial erosions 

hr 

1 

1 
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TABLE- 2. Maximum Elicited Response During Induction* 

I 
Response 

I 
n (%)Subjects 

I 
'' 40 (20.0%) 

'?' 54 (27.0%) 

'?I' I (0.5%) 

'+' "91 (45.5%) 

'+I' ' 2 (1.0%) 

-
'+D' 12 (6.0%) 

*All subjects completing induction (n=200) 

C. POSITIVE CONTROL: No positive controls were used in any of the studies. 

III. DISCUSSION 

A. INVESTIGATOR'S CONCLUSIONS: Under the conditions employed in the study, 
there was no evidence of sensitization to Test Code No. 2416.05. 

B. REVIEWER'S DISCUSSION/CONCLUSIONS: 
The investigator's conclusions seem appropriate from the results. However,. the actual 
active ingredients or concentrations were not reported. Several other deficiencies with the 
study are noted below. · 

C. DEFICIENCIES: The study was classified as Unacceptable/Non-guideline for the 
following deficiencies: 
1) Complete lack of information regarding the active ingredient and purity of the test 
material. 
2) The study was not conducted in accordance with EPA Good Laboratory Practices (GLPs). 
3) The type of test method was not specified. 
4) FDA recommends testing a minimum of200 subjects to demonstrate a negative skin 
sensitization response (http://www.fda.gov/cdrh/ode/944.html) . In this study the actual 
number of subjects is 197. 
5) No protocol documentation was provided. 
6) The study did not provide a positive control to compare results. 

D. STUDY CLASSIFICATION: This study is classified as Unacceptable/Non-guideline 
(upgradable) because of the deficiencies noted above. ~ 

(!!) 



EPA Primary Reviewer: Deborah Smegal. MPH 
Risk Assessment and Science Support Branch, 
Antimicrobials Division (7510C) 
EPA Secondary Reviewer: Norm Cook 
Risk Assessment and Science Support Branch, 
Antimicrobials Division (7510C) 

TXR#: 
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Date . May 5. 2004 

Sign at u re: "'d:=---i CJwlt:.-

Date Sll-lo4--

ll DATA EVALUATION RECORD II 
STUDY TYPES: NON-GUIDELINE (Human Clinical Study for Cumulative Skin Irritation) 

PC CODE: 021801 DP BARCODE: 296506 
SUBMISSION NO.: not provided 

TEST MATERIAL (PURITY): Unknown (Not Reported ) Letter from Registrant 
(2/26/2003) identifies active ingredient as citric acid. 

SYNONYMS: not provided 

CITATION: Dosik, JS. (2003) IAL). 21-Consecutive-Day Cumul~tive Irritation Patch Study. 
TKL Study #DS31 0502-1, KC Study# 2425A. MRJD 458702-01. Unpublished. 

SPONSOR: Kimberly-Clark Corporation (Neenah, WI) 

EXECUTIVE SUMMARY: A dermal irritation study (MRJD 458702-01) with human 
participants was conducted with six test materials having an unknown active ingredient in tissue 

·paper. The concentration or purity of the active ingredient was also not reported. In the study, 
the test material was applied to the skin using a 21-consecutive-day cumulative irritation patch 
study to determine their ability to cause irritation to the skin of normal volunteer subjects. J&J 
baby oil served as a negative control. Sodium lauryl sulfate, 0.2% w/v aqueous solution, served 
as a positive control. Twenty-four, mostly Caucasian female subjects, completed the study, who 
were between the ages of 32 and 73 years of age. However, only 18 subjects completed the test 
wiih 2425.02, while 22 subjects completed the test with 2425.07 due to skin damage resulting 
from these compounds. 

The study consisted of21-consecutive day application with the test material. In each case, the 
patch was applied to the subjects back, either to the right or left of the midline, or to the upper 
arm. The material was affixed to the skin using either an occlusive patch or a semi-occlusive 
patch. Twerity-four hours later the patches were removed, the sites evaluated, the responses 
recorded, and identical patches applied to the same sites. The skin site was scored each day for 
each subject participating in the study. 
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Four of the six test materials exhibited no significant irritation. Two test materials, 2425.02 and 
2425.07, both patched occlusively, were moderately irritating, and resulted in skin damage to 12 
and 8 subjects, respectively. 

This study is classified as Unacceptable/Non-guideline (upgradable) because of the following 
deficiencies: 

• Purity, concentration, and stability of the test material in bulk, as well as the 
homogeneity, concentration, and stability of the test article in distilled water were not 
provided; 

• The study was not conducted in accordance with EPA Good Laboratory Practices (GLPs) 
as specified in 40 CFR Part 160. · 

• The Protocol specifies that 30 subjects should be tested and only 24 made it through the 
completion of the study. 

• No protocol documentation was provided. 

COMPLIANCE: No information in this study is being claimed confidential on the basis of its 
falling within the scope ofFIFRA Section 10 (d)(1)(A),(B), or (C). A signed and dated statement 
indicated that this study was not conducted in accordance with EPA Good Laboratory Practice 
(GLP) standards, as specified in 40 C.F .R. Part 160. A signed statement of quality assurance was 
provided documenting that the report has been·reviewed by the TKL Research, Inc. (TKL) 
Corporate Assurance Department and that the report accurately reflects the raw data for this 
study. The report also documents that the study was performed in accordaace with all applicable 
federal regulations and proposed guidelines for Good Clinical Practices which include 21 CFR 
Part 312 (Investigational New Drug Application), 21 CFR Part 150 (Protection of Human 
Subjects), and 21 CFR Part 56 (Institutional Review Boards). 

I. MATERIALS AND METHODS 

A. MATERIALS: 

1. Test Material: 

Description: 
Lot/Batch #: 
Purity: 
CAS # of TGAI: 

White Facial Tissue (possibly containing trace amounts of Sodium 
Lauryl Sulfate). Six study materials, Test Code #'s 2425.02, 2425.03, 
2425.05, 2425.07*, 2425.08*, and 2425.1 0* (* =wet with 0.2 mL 
saline prior to patch application) 
not provided 
not provided 
not provided 
not provided 
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No statement of purity, strength, and stability of the active ingredient 
was provided in the study report by the sponsor. Receipt of the 
substance was documented in a general logbook that serves as a 
permanent record of the receipt, storage, and disposition of all study 
material received by TKL Research, Inc. 

2. Vehicle and/or positive control: The following vehicle controls were used: . 

Sodium Laury! Sulfate, 0.2% w/v aqueous solution (positive control) 
J&J baby oil (negative control) 

Sodium Laury! Sulfate served as the positive control and J&J baby oil se~ed as the negative 
control. 

3. Study Population: 
Age at start: 
Medical history: 

18 years or older 
Individuals were eligible for inclusion in the study if they: 
• were males or females, 18 years of age or older, in general 

good health; 
• were free of any systemic or dermatologic disorder which, in 

the opinion ofthe investigative personnel, would have 
interfered with the study results or increased the risk of 
adverse events; 

• were of any skin type or race providing the sk_in pigmentation 
would allow discernment of erythema; 

• had completed a patch evaluation Medical Screening form as 
well as a Medical/Personal History form; and 

• had read, understood and signed an informed consent 
agreement. 

Individuals were excluded from participation in the study if they: 
• had any visible skin disease at the study site which, in the 

opinion of the investigative personnel, would have interfered 
with the evaluation; 

• were receiving systemic or topical drugs or medication which, 
in the opinion of the investigative personnel, would have 
interfered with the study results; 

• had psoriasis and/or active atopic dermatitis/eczema; 
• were females who were pregnant, planning to become 

pregnant during the study, or breast-feeding; and/or 
had a known sensitivity to cosmetics, skin care products, or 
topical drugs as related to the material being evaluated: 
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B. STUDY DESIGN and METHODS: 

1. Test dates: 
The study was conducted from November 5, 2002 to November 27, 2002. 

2. Subject assignment and treatment:. 

The procedure employed is a modification of a procedure described by Dr. B.M. Lanman1 

at the Joint Conference on Cosmetic Sciences, April 21-23, 1968 in Washington, D.C., 
and further modified by Phillips, et. al2 and Berger, et. al3

. Using these methods, for 
occlusive patch conditions, the study material and controls were applied to a 2-cm x 2-cm 
Webril pad attached to a non-porous, plastic film adhesive bandage (3M medical tape). 
The pad was affixed to the back skin with hypoallergenic tape (Micropore), as needed. 
For semi-occlusive patch conditions, the material was applied with a 2-cm x 2-cm Webril 
pad. The pad was affixed to the back skin with hypoallergenic tape (Micropore). 

Each subject was exposed to all six test compounds, simultaneously. Subjects were 
between the ages of 32-73, and were mostly female (26 of 30 enrolled) and Caucasion (28 
of 30 enrolled). A total of24 subjects completed the study (21 females and 3 males). 

The study extended over a ·22-consecutive-day period with 21 product applications and 
evaluations. On Day I, the study material and controls were applied to the back under 
conditions described in the previous paragraph. Twenty-four hours later the patches were 
removed, the sites evaluated, the responses recorded, and identical patches applied to the 
same sites. This was repeated daily for a total of21 days including Saturdays and 
Sundays. 

3. Definitions used for Grading Responses: 

Responses were graded using the symbols listed in Table 1 below: 

a e : e IDI IOnS . T bl 1 D fi ·r se or ra mg U d f, G d" R esponses 

Symbol Response Numerical 
Equivalent 

- no visible:: reaction 0 

1 B.M. Lanman, E. B. Elvers and C.J. Howard. "The Role of Human Patch Testing in a Product Development 
Program." Joint Conference on Cosmetic Sciences, The Toilet Goods Association, Washington, D.C., April 21-23, 1968. 

2 
L.Philips, M. Steinberg, H.I. Maibach and W.A. Akers. "Comparison of Rabbit and Human Skin Response to Certain 

Irritants." Toxicol. Appl. Pharrnacol. 21.369, 1972. 

3 
R.S. Berger and J.P. Bowman. "A Reappraisal of the 21-day Cumulative Irritation Test in Man" J. Toxicol. -Cut. & fn7) 

~ccular Toxical. I ~2). I 09-115, 1982. t2J 
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Symbol Response Numerical 
Equivalent 

- with p, pv, d or papular (p) or papulovesicular (pv) response and/or dryness (d) 0.5 
combinations without e!)1hema 

thereof 

? Minimal/doubtful erythema (slightly different from surrounding 1.0 
norrnal skin) 

? with p, pv, d 9r Minimal/doubtful erythema accompanied by papular or 1.5 
combinations papulovesicular response and/or d!)•ness 

thereof 

+ Definite erythema 2.0 

+ with p, pv, d, or Definite erythema, accompanied by papular or papulovesicular 2.5 
combinations response and/or dryness 

thereof 

++,+++ Definite erythema and definite edema(++) with vesicles(+++) 3.0 

+D,++D,+++D Definite e!)1hema with or without severe damage to epiderrnis 3.0 
characterized by crusting, superficial erosions, or oozing (D) 

The maximum obtainable individual score was 3.0. When a"++","+++", "+D", "++D", or 
"+++D" reaction occurred at any point during the study, further patch evaluation on that subject 
was terminated. An irritation score for each product was calculated by summing each 
individual's scores on each of21 consecutivedays. The total score is the summation of scores 
for all individuals. The normalized score is the total score divided by the total number of the 
readings for all subjects and multiplied by 21 (the number of days) and by 10 (to normalize to 10 
subjects). 

II. RESULTS: 

Using the methods reported in this study, 30 subjects enrolled in the study and 24 of the 
subjects completed all phases. Five subjects voluntarily discontinued the study, while 
one subject had a protocol violation. Fresh materials were applied 7 days per week for 21 
days to the same site. Six study materials, were applied to each person simultaneously at 
different locations on the back. Test Code #'s 2425.02,2425.03,2425.07, and 2425.08 
were applied occlusively, and 2425.05 and 2425.10 were applied semi-occlusively. The 
products were graded for irritation using the scale identified in Table 1. Table 2 provides 
the classification scale based on irritancy. This scale is normalized for 10 subjects. 

a e : rntancy T bl 2 I . S cores 

Normalized Score Classification 

0-49 No significant irritation 

50-199 Slightly irritating 
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200-449 Moderately irritating 

450-630 Highly irritating 

The results of the occlusive and semi-occlusive readings for each test code number are 
shown on Table 3. A summary of dermal responses with skin irritation over time are 
presented in Table 4 and plotted for test materials with_positive responses in Figures 1-3. 

Table 3: Irritation Scores for the Test Materials 

Test Code Conditions Number of Irritation Scores Classification of 
Number Subjects Normalized· 

Completing Total Normalized Scores 
Test 

2425.02 Occlusive 18 569.0 225.9 Moderately 
irritating 

2425.03 .Occlusive 24 0.0 0.0 No significant 
irritation 

2425.05 Semi- 24 0.0 0.0 No significant 
occlusive irritation 

2425.07 Occlusive 22 585.0 232.2 Moderately 
irritating 

2425.08 Occlusive 24 0.0 0.0 No significant 
irritation 

2425.10 Semi- 24 18.0 7.1 No significant 
Occlusive irritation 

J&J baby oil 24 0.0 0.0 No significant 
(negative irritation 
control) 

Sodium Laury! 0 1301.0 516.5 Highly irritating 
Sulfate, 0.2% 
wlv aqueous 
solution 
(positive 
control)" 



I 

I 

I' 

I 

' 

l'roduct 2425.02 2425.03 
Fact Facial Tissue White 

Facial 
Tissue 

eading # _ ? + +D # - # 
Subjects Subjects 
Discontin Discontin 

ued ucd 

I 28 0 0 0 2 28 2 
2 28 0 0 0 2 28 2 
3 27 0 0 0 3 27 3 
4 27 0 0 0 3 27 3 
5 26 0 I 0 3 27 3 
6 22 I 3 0 4 26 4 
7 16 4 6 0 4 26 4 
8 15 4 7 0 4 26 4 
9 9 I 14 I 5 25 5 

10 8 I 15 0 6 25 5 
II 7 I 15 0 7 24 6 
12 7 0 15 I 7 24 6 
13 7 0 12 3 8 24 6 

. 14 6 I II I II 24 6 
15 6 I II 0 12 24 6 
16 5 I 12 0 12 24 6 
17 5 0 13 0 12 24 6 
18 5 0 13 0 12 24 6 
19 4 0 14 0 12 24 6 
20 4 0 14 0 12 24 6 
21 4 0 14 0 12 24 6 

....... 
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Table 4: Summary of Dermatologic Response Grades 
Number of Subiects bv Product 

2425.05 2425.07 2425.08 2425.10 
Fact Facial Fact Facial Ti:.isue White Facial Fact Facial Tissue 

Tissue Tissue 

- # - ? + +D # - # - ? + # 
Subjects Subjects Subjects Subjects 
Discontin Discontin Discontin Disconti 

ued ued ued nued 

28 2 28 0 0 0 2 28 2 28 0 0 2 
28 2 28 0 0 0 2 28 2 28 0 0 2 
27 3 27 0 0 0 3 27 3 27 0 0 3 
27 3 27 0 0 0 0 3 27 3 27 0 0 3 
27 3 24 0 3 0 3 27 3 27 0 0 3 
26 4 16 0 10 0 4 26 4 25 0 I 4 
26 4 13 4 9 0 4 26 4 25 I 0 4 
26 4 13 2 II 0 4 26 4 25 I 0 4 
25 5 9 3 13 0 5 25 5 24 I 0 5 
25 5 7 2 15 I 5 25 5 24 I 0 5 
24 6 5 2 16 0 7 24 6 23 0 I 6 
24 6 5 I 17 0 7 24 6 23 0 I 6 
24 6 5 0 17 I 7 24 6 23 0 I • 6 .. 

24 6 4 I 17 0 8 24 6 23 0 I 6 
24 6 4 I 17 0 8 24 6 23 0 I 6 
24 6 4 0 18 0 8 24 6 23 I 0 6 
24 6 4 0 18 0 8 24 6 23 I 0 6 
24 6 4 0 18 0 8 24 6 24 0 0 6 
24 6 4 0 18 0 8 24 6 24 0 0 6 
24 6 4 0 18 0 8 24 6 24 0 0 6 
24 6 4 0 IR 0 R 24 6 124 0 0 6 

J&J Baby SLS 
Oil 

- # . - ? + +D # 
Subjects Subjects 
Disconti Disconti1 

nued ue·d 

28 2 27 0 I 0 2 
28 2 16 8 4 0 2 
27 3 5 4 18 0 3 
27 3 I 6 19 I 3 
27 3 0 5 12 9 4 
26 4 0 2 12 2 14 
26 4 0 I 12. I 16 
26 4 0 0 9 4 17 
25 5 ·o 0 0 9 21 
25 5 0 0 0 0 30 
24 6 0 0 0 .o 30 
24 6 0 0 0 0 30 
24 6 0 0 0 0 30 
24 6 0 0 0 0 30 
24 6 0 0 0 0 30 
24 6 0 0 0 0 30 
24 6 0 0 0 0 30 
24 6 0 0 0 0 30 
24 6 0 0 0 0 30 
24 6 0 0 0 0 . 30 
24 6 0 0 0 0 10 

- =no reaction; ? =minimal or doubtful response; +=definite erythema, no edema; +0 =damage to epidermis: oozing, crusting, 
and/or superficial erosions. 

@) 
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Figure 1: Summary of Dermal Responses for 
Product 2425.02 
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Figure 2: Summary of Dermal Responses for 
Product 2425.07 
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Figure 3: Summary of Dermal Responses for 
SLS 
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From the results in Figures 1-3 it appears that at day 5 both products 2425.02 and 2425.07 
induce erythema effects in some subjects and that at day 9, more subjects exhibit 
erythema then those that show no visible reaction. From comparing test products in 
figures 1 and 2 test, it appears that test product 2425.07 has slightly more subjects who 
report erythema. Although 12 subjects did not complete the test for 2425.002 beyond day 
15, while only 8 faih!d to complete the study with 2425.07 beyond day 14. Test substance 
2425.02 induced skin damage (+D) in· 3 subjects on day 13, while only 1 subject exposed 
to 2425.07 experienced skin damage (+D) on day 13. The test products appear to be 
mild compared to SLS, however. SLS appears to cause erythema faster and produce 
damage to the tissue. So much that the study could not be continued after day 9. 

C. POSITIVE CONTROL: SLS was used as a positive control in this study. 

III. DISCUSSION 

A. INVESTIGATOR'S CONCLUSIONS: Thirty subjects between the ages of 32 and 73 
were enrolled and 24 completed the study, which deviates from the protocol requiremen~~ 
of25 subjects. Of the thirty subjects enrolled, five s~bjects were voluntarily withdrawn ~ 
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and one was removed because of a protocol violation (e.g., the subject removed patches). 
There were no adverse effects reported for these individuals. The study provides 
irritation scores and classification schemes, which are outlined in Table 3 (presented 
previously). 

H. RE'V!F.WER'S DISCUSSION/CONCLUSIONS: 

The investigator's conclusions seem appropriate from the results. The negative and positive 
controls had irritation scores as expected. However, the actual active ingredients or 

concentrations were not reported. Several other deficiencies with the study are noted below. 

C. DEFICIENCIES:The study was classified as Unacceptable/Non-guideline for the 
following deficiencies: 1) Complete lack of information regarding the active ingredient and 
purity of the test material. 2) The study was not conducted in accordance with EPA Good 
Laboratory Practices (GLPs). 3) The Protocol specifies that 30 subject be tested and only 24 
made it through the completion of the study. 4) No protocol documentation was provided. 

D. STUDY CLASSIFICATION: This study is classified as Unacceptable/Non-guideline 
(upgradable) because ofthe deficiencies noted above. 



New York State Department of Environmental Conservation 
Division of Solid & Hazardous Materials 
Bureau of Pesticides Management 
Pesticide Product Registration Section 
625 Broadway, Albany, New York 12233-7257 
Phone 518-402-8768 FAX 518-402-9024 
Website: http:i!www.dec.state.ny.us!websiteidshm!pesticid/pesticid.htm 
E-Mail: ppr@gw.dec.state.ny.us Erin M. Crotty 

Commissioner 

i •.. • 

CERTIFIED MAIL · 

RETURN RECEIPT REQUESTED 

Mr. Eliot Harrison 
Agent for Kimberly-Clark Corporation 
c/o Lewis & Harrison, LLC 
122 C Street NW 
Suite 740 
Washington, DC 20001· 

Dear Mr. Harrison: 
.. ! . ~ } . 

January 23, 2004 

. . ~ 

Re: Intent.to'DenyApplication 'to Register' Kleenex· Brand Anti-Viral Tissue #2 
(EPA ·Reg~ ·-No:;_ 9402-1 or . · : . . · · · · :''' 

! : ::_; ·~·:· :·:r_;;;; · · , .. ~ , · I.!~. 

The New York:State Departll}ertt of. Environmental Conser\ration (Department) received 
your application to registerKleend, Brand Anti-Viral Tissue #2 (EPAReg, No.--9402-10) orl"­
October 3, 2003,-(fhe·product application was declared administratively complete and the··· 
application package has been reviewed. in accordance with.New York State and federal pesticide 
labeling guidanc~. The Department intends. to deny this product application unless the following 
label issues can·be resolved. .· .i. · , . ·· · · \ .-.· :. · , •· 

:: .. 

The final product labeling complies with the United States Environmental Protection 
Agency{USEPA) stamped "ACCEPTED" label dated 08/21/2003. However,:the us.e directions 
are·located on the bottom panel of the p~ckage and may not be apparent to the-:consumer when 
pilrchasing the product. In order that consumers purchasing this product in New York State are 
aware. that. the anti-viral claim refers to the killing oflabeled viruses on the tissue after a 
.15-rniriute" CQ:ntact time, the Departrnc;;nt suggests that:tltis information be prominently:<;Ijsplayed 
in proxi_rnity to the anti-viral claiffi on the principal display panel. The Department. believes that, 
without the above clarification, the product name "Kleenex Brand Anti-Viral™" could be 
construed by the. con·sumer to mean anti-viral during the time of use (certainly not a 15-minute 
duration) of the tissue by the cold ~r flu sufferer. , .. ; ;_. .' · ;_:. · 

. . ; . . . ~ . -. .. :_ .. -·: 

Additionally; ·the Departirtent has concerns about the· frrst statement on the back panel of 
the label, "A leading cause- of the: spread of cold and ·flu viruses is· by hand.·contact." Although 
true, the Department beheves .this statement crui 'lead a constimer to assume that the Kleenex 
Brand Anti-Viral™ tissue acts to control the spread of cold and flu viruse~ more than a tissue of 
similar physical cnaiacferistics.- ·Please refer to 40 CFR Part 156.1 0( a)(5)(vii) under "False and . 
misleading s~atements'·'\vhich stites: that "a pestiCide-is misbrande"d ifits labeling is false or ~ 
mis~eading in ~y particular including both pesticidal and non-pesticidal claims." lb 
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-. CERTIFIED MAIL · 

RETURN RECEIPT REQUESTED 

Mr. Eliot Harrison 
Agent for Kimberly-Clark Corporation 
c/o Lewis & Harrison, LLC 
122 C Street NW 
Suite 740 
Washington, DC 2000 1· 

Dear Mr. Harrison: 

January 23, 2004 

Erin M. Crotty 

Conunissioner 

Re: ·Intent .to'DenyApplication 'to·Register' Kleenex· Brand Anti-Viral Tissue #2 
(EPA;Reg/No~ 9402 ... 10)". ·· · ·. · ·.. - · ','\' · · -· . 
: ... :. ~ ~~: ·.:_·;·:·· .~:':;r.::. ·: · : : .' .. ·. ::.: · · . . . ··: ~ · u~. ; : 

The NewYork:State Deparqnertt of-EnVironmental Conser-Vation (Department) received 
your applicatioit..to regis'ter 1~eene~ i~rand Anti-Viral Tissue #2 (EPAReg, No:-940~-10) oil:: 
October 3, 2003;:;'fhe·pr0duct application was declared administratively complete and the' ·- ·.- · 
application package has been reviewed-in accordance with-New York State and federal pesticide 
labeling -guidanc~. The Department intends -to deny this product application unless the following 
label issues can:be-resolved. . · -~ - - · ' ... ........ i ,:··:.' ,,._.. 

. . HJ.i .. · 

The'final product labeling complies with the;United States Environmental Protection 
Agency{USEPA) stamped:"ACCEPTED" label dated 08/2112003. However,; the us.e directions 
are'located on_:the bottom panel of the p_ackage and may not be apparent to the.;consume.r when 
purchasing the product. In order tl1at cons'\}IDers purchasing this product in New York State are 
aware. that. the anti-viral claim refers to the killing of labeled viruses on the tissue afte! a 

· .15-miriut~ CQJJ.ta¢t -time, -the-Departme...nt suggests thaUbi.~ information be pmminently:c:lj·~played 
in prox~rnity to_ the anti-viral claiin on the principal-display panel. .The De}la:rtment.believes ·that, 
without the above clarification, the product name ''Kleenex Brand Anti-Viral™'' could be 
construed JJy the. consumer to mean anti-viral during the time of use (certainly not a 15-minute 
duration) of the tissue by the ~old or flU sufferer. · .. :::f ~-· ·.:··. 1:: ·, 

:·=-.··· : '• 

Additionally; ·the 'Depa.rtlrient has concerns about the first statement on the back panel of 
the label, "A leading cause. of the' spread of cold and ·flu viruses is· by hand:·c6ntact." Although 
true, the Depattmelit' believes .this statement ·can 'lead a constim:er to assume that the Kleenex· ~- ·. 
Brarid Anti-Viral™ tissue acts to conti-ol.the spread of cold and flu viruses more than a tissue of . 
similar physical cnaiacfenstics.·',Piease refer to 40 CFR Part 156.1 O(a)(5)(vii) under "False and . @ 
misleading statements~''W.hich sta\'es that "a pestiCide is nl.isbrande'd iHts labeling is false oi: · n II_ · .. 
misleading in any particular including both pesticidal and non-pesticidal claims." --.?. 
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Mr. Eliot. Harrison 

46' CF'R Part fs6:fo(a)C5)(vii) 1'A true ~t~tement used in such a \i.iay· as to giv~·a.false or 
mi~,l~ading impre~sion jto. the purchaser_." . . .. . , , .. 

. ·.. . . . . . . ' 
... In lieu ~f re~o~ing.thi{~tat~lll;~iit, tbe'p~p~ent wouid review any US.Ei> A~'accepted 

studies which deinonstr~te·iliaf Kleenex Brand '.Anii-Virari'M tissue ads.·to corttrol the spread of' 
cold and flu viruses more than a tissue of similar characteristics. 

. .: ... I ~-j; 1• ~ ! ·~ · •.. i ,; .• l ~ ·. ;t: ~ t I . . : : ·': . • •.. ' :.} , . : ; 
1 

: •• .:.: 

2. 

. . .. : ·. . • ~- '1 II' .• ~ I: J:.i :!11\~ . . '·,. ·~ . c ~ • ' • • '. : :- , 

The D.~partmen~ also requested commen~ :ori the .i:iroqlict and .i !~- )~~i~.l Jr_om the New York 
State-Department ofBealth (NySDOH). :N!'SJ?OHa.greed.th~t the ~~J:>~~.claitps appear 
inappropriately placed and are misleading given the customary use oftissues. fu addition, 
'NYSDOH expressed the generic concern that unnecessarily using antimicrobial agents in so 
many household products could potentially increase the resistance pf microorganisms to 
antimicrobials/antibiotics and reduce efficacy. This is of particuiar concern for the Kleenex 
Brand AntiViral™ tissues given the apparent lack of any health b~nefit they confer to the user. 
Please. address these concerns in your resp~mse. · :, : ,. ' < 

. Within 30 days from .re·~~ipt of tlii~ ie~~·er ,. you may m~e th~ .!1-~C..essary changes and/or 
submit the docurnentatiori.requested abov~. )fyo~'do not .sul;>mit the r~que~ted documentation, 
or if you submit the requested documentaiion'and 'the~e are 'siill deficiend~s in your application, 
the review will be ten;Il;inated_ a.nd yourappl_i<ffi.tion for registration will be denied. 

. . ·.: ... :. .... · .. ··;-...··.. . 

If J<.imberly-Cl~k c~~~ra.tid~Juu; prepai6:d pro_du'ct labeling b'as~d ·c;r; -~·!!lore current 
USEP A stamped :"Acd:~pt~d" label 9r notifi:c'atiori"th·an· speCified above, three ;co.pies of this 

.labeliJJg ~d a copy of t,he supporting document must be submitted . 
. ' . . ~ . 

The· Department takes this action because· New· York State will rtot' register labels that: 

1. Are inconsistent with the most current USEPA stamped "Accepted" labels· or 
variations allowed by 40 CFR Sections 152.130. and 152.132 or 

2. Contain false or misleading· statements as indicated in 40 CFR Part156.1 O(a)(5). 

Please be aware that any unregistered product may not be sold, offered for sale, 
distributed, or used in New York State. 

Should you have any questions regarding this lett~r please contact Paula McBath, of my 
staff, at (518) 402-8768. · 

Sincerely, 

·xf~g~ 
Samuel J. J aclding · 
Chief 
Pesticide Product Registration Section 

cc: - Adam Heyward, Product Manager 34; Regulatory Management Branch IT; Antimicrobials 
Division; Office of Pesticide Programs; USEPA · @---: 
Connie Welch, Branch Chief; Regulatory Managemem Branch IT; Antimicrobials lf~ . 
Division; Office ofPesticide Programs; USEPA . . 
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LEWIS & 
HAR.RJSON 
Consultants In Government Affairs 

' ,. . 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Document Processing Desk- 6(a)(2) 
Office of Pesticide Programs- 7504 (c) 
U.S. Environmental Protection Agency 
Crystal Mall #2 
Arlington, VA 22202 . 
attn: Adam Heyward, Product Manager (34) 

·./ .. . ~ .· ... 

. . 

45s1o2-oo I 

February 26, 2003 

,, .. 

re: Reportable Information Under FIFRA Section 6(a)(2} 
Product: Kleenex® Brand Anti-ViraKfissue #2 
EPA File Symbol No. 9402-RE ~~ . . 
Active Ingredients: Citric Acid and Sodium Lauryl Sulfate 

Dear Mr. Heyward: 

. . . 
• 0 0 . . . . 

• 
• • 

• • 0 . . . . 
• 

0 • 
• 0 • . ~ .. 

On behaff of Kimberly-Clark Corporation, I am submitting pursuant to Section 6(a)(2) of 
FIFRA and EPA's regulations at 40 C.F.R. Part 159, a human clinical dermal study 
conducted with Kleenex® Brand Anti-Viral Tissue #2. A registration application for this 
product is currently pending with the Agency's Antimicrobial Division, ·office of Pesticide 
Programs (AD/OPP). As discussed further below, l(imberty-Ciark is ~onfident that 
Kleenex® Brand Anti-Viral Tissue #2 is not a dermal irritant when used, as intended, as 
a facial tissue. 

·To support the registration of Kleenex® Brand Anti-Viral Tissue #2, Kimberly-Clark 
conducted a dermal irritation study in rabbits (OPPTS Guideline No. 870.2500). No 
irritation was observed in any of the test animals. Accordingly, Kleenex® Brand Anti­
Viral Tissue #2 has been classified as non-irritating to skin. Separate from the dermal 
irritation study required by OPP for product registration, Kimberly-Clark, as do most 
other consumer product companies, conducted human clinical studies to evaluate 
whether Kleenex® Brand Anti-Viral Tissue #2 may ·cause either cumulative irritant 
contact dermatitis andior allergic contact dermatitis. These human studies were 
performed under conditions that simulate both the intended use and potential significant 
misuse, of the Kleenex® Brand Anti-Viral Tissue #2. 

. /.. 

...... 
0 • 0 
• 0 ...... 

0 • . . . .... .. . 
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The allergic contact dermatitis study (titled, "Repeated Insult Patch Study", No. 
OS 1 06902-2) clearly demonstrated that Kleenex® Brand Anti-Viral Tissue #2, 
irrespective of the patching conditions employed,_ did not _cause ·allergic contact 

de rm atiti s. - - -T -b~\;fr;:"~=~:_ ?;:~,J~;:r~:~l·,:;:~~~-:~:! ::·: _; .y. :·: 
The cumulative irritant contact dermatitis study (ti~~d, ~2.:1.;~,9,_()n~-~Futive-Day Cumulative 
Irritation Patch Study", No. DS310502-1) was performed under conditions thafcan be 
con_sidered much more severe than the standard animal_ dermal irritation study. For 
example, in the human study the test material (Kiee'rieX®.Br~in·d An'ti-Viral Tissue #2) 
was applied to each study participant for 23.5 comi'eC.utiye __ ~6i.Jrs per day for 21 ·· 
consecutive days. In the anima: study, the test m'ateriafwas'pla·ced._under a semi­
occlusive patch for 4 hours. The four different tiu'man''te.strn'~fconditions were: 

-Semi-occlusive patching of dry tissue (simulates_inten~ed ~se); 
-Semi-occlusive patching of wet tissueJsinjulatesjl)isuse); :>. 
- Occlusive patching of dry tissue (simuiate~--sig.nifica~t _misuse); and 
- Occlusive patching of wet tissue (simLil~'t¢~'.sigil_~~~n(ijl_isuse). 

It is important to emphasize that occlusive patchin~fwas--employed in order to evaluate 
potential significant product misuse, such as fem!nipe_!lygieD!3.J:Jse as a temporary 
tampon substitute or temporary occluded pad.s,i:ib~t!tti~e.- ',~:ii~~f;}:i~ii;'f.:~1~t-~;;:\ _· :. . . 

- • -- -. : ! ; ~-~~:l~~;;~i;~~ .. ~·:.:~,,.L~:~~~:L·;.:::;_; __ ~ ____ :;:-
Under conditions that simulated the intended use bfKiee·neX® Brand Anti-Viral Tissue 
#2 (semi-occlusive patch of dry test material/tissue), no irritation was observed in the· 
study. Even under more severe test conditions (se-mi-OcClusive patching of wet test 
material/tissue) the result was considered no differEmt th·ah the semi-occlusive patch 
with dry test material/tissue. Under conditions- that simulated ·significant product 
misuse, moderate irritation was observed: However;-·even'the·n, irritation was not seen 
until five days into the 21 day cumulative test. TJlus;··iiritation\vould only occur if the 
misuse were both significant and continued for ·a-· ran-ger period· of time than could 
reasonably be expected for this product. Moreover; any' imtcition·- that did occur to the 
test participants during the study, dissipated after'i.ise of the test material/tissue was 
discontinued, and there was no permanent damage to the underlying dermis. 

Based on the results of the human studies, Kimb~~y~Ciarlfi·~--~rifident that Kleenex® 
Brand Anti-Viral Tissue #2, is not a dermal irrita-nt when used· as· intended, as a facial 
tissue. Consistent with EPA packaging/labeling requirements, the package label will 
clearfy indicate "For use only as a facial tissue"~ ,~;;:,:!;: .. : --

. :.·· 
i' .. · ;. : 

'/' 
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If you have questions about this submission, please contact me at (202) 393-3903, ext. 
14. . 

Sinc·erely, 

~son 
Agent for Kimberly-Clark 



. .: . ~. ·. ; . 

·: .:-·:- . 
:· . . :. 

LEWIS & 
HAR.RJSON 
Consultants In Government Affairs 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Adam Heyward Product Manager (34) 
Regulatory Management Branch II 
Antimicrobial Division (751 OC) 
Office ofPesticide Programs 
Envirorunental Protection Agency 
1921 Jefferson Davis Highway, CM#2 
Arlington, VA 22202 

re: Product: Kleenex® Brand Anti-Viral Tissue #2 
EPA File Symbol No. 9402-RE 
Applicant: Kimberly-Clark Corporation .... 

,· 

February 26, 2003 

Registration Application for New Product . 
nata Transmittal Letter for Studies being Submitted hi Response to 
Your Correspondence of November 25, 2002 

Dear Adam: 

On behalfofK.imberly-Clark Corporation, I am submitting the following studies pursuant to 
FIFRA 6(a)(2): . 

• Volume 1 of2 
21-Consecutive-Day Cumulative Irritation Patch Study 
MRID# 45870201 

• Volume 2 of2 
Repeated Insult Patch Study 
MRID# 45870202. 

(. . 
• • c 

If you have any questions regarding this submission, please contact me at (?02) 393-3903,"ext.' 
14. 

• • • . • 
Sincerely, 

.. .. 

·~affison • . . . . 
• 

Agent for Kimberly-Clark . 
• . . . . . . 

. /.. 

. ' '.-. 
• . 
• 
• 4 ' .. . 
.... ~ , 

(i!J 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

UNITED STATES ENVIROI\Tt\1ENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

OFFICE OF 
PREVENTION, PESTICIDES 

AND TOXIC SUBSTANCES 

February 11. 2004 

Eliot I. Harrison 
Lewis & Harrison Consultants, Agent for 
Kil}lberly-Ciark Corp. 
122 C Street, N.W., Suite 740 
Washington, DC 20001 

Subject: Kleenex® Brand Anti-Viral™ Tissue 
EPA Registration No. 9402-10 
Letter Dated January 12, 2004 

Dear Mr. Harrison: 

The following amendments, submitted in connection with registration under section 
3(c)(7)(A) of the Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA), as amended, are 

acceptable. 

Proposed Amendment: 

Change official brand name to Kleenex® Brand Anti-Viral Tissue . 
The claim "Kills 99.9% of Cold and Flu Viruses" has been added to the front panel 
On the back panel, the heading and the descriptive paragraph has been changed 

Revise Directions for Use 
Add asterisk after all references to the term "anti-viral". 

General Comment: 

A stamped copy ·of the accepted labeling is enclosed. 

Should. you have any questions or comments concerning this letter, please contact me at 
(703) 308-6422 or Renae Whitaker at (703) 308-7003. · 

Sincerely, 

~}1~~~ 
Adam Heyward 

.................................. ··-·····-·-·-···· .............. - .............. ~ 
EPA Form 13~1A (1190) OFFICIAL FILE COP'. 
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Bottom Panel - 120 count flat 02.05.04 

New KLEENEX® An'ti~ Vlral ·· tfsshe'ldl1s ... 9iJ.9% of Cold allt/:PJu · Viruset · 
. . . ·. ·. . ·. :· .· . . . 

Because cold and flu viruses are often spread by hand contact, KLEENEX~ Btiand has developed a new 
tissue for your whole family. New! KLEENEX~· Anti-Viral• tissue has three soft layers, including a moisture­

activated middle layer that kills 99.9% of. col(l,.and flu .viruses• in the tissue within 1.5 min:utes. This 
product has not been tested against bacteria,: ftmgi or. other viruses. See below for anti-viral*. details. 

. . . ~ . 

: Directions for Use: It Is a violation of Federal law to use this product In a manner Inconsistent with its labeling. Use only as a facial tissue. 
'Virucidal Against: Rhinoviruses Type lA and 2 (Rhinoviruses are the leading cause of the common cold); Influenza A and Influenza B (causes of the flu); 
Respiratory Syncytial Virus (RSV-the leading cause of lower respiratory infection in children). · 
Storage and Disposal: Store In a dry area. Dispose of used tissues promptly. Do not reuse empty container. 

1·800·553-3639 weekdays 8 a.m. to 4 p.m. CT :. 

Distributed by Kimberly-clark Global Sales. Inc .. · 
Dept. KAV·120, PO Box 2020, Neenah, W1 54957·2020 
Printed In USA. 
Made In the USA from domestic and Imported material. 

*Registered Trademark of. 
Klmber1y..ctark Wor1dwlde, lno. 

o 1938, 1988,2004 KCWW 
Made under the following US patents: 
6,221,211; 5,227 ,242; 4,828,912; 4,738,847. 0 

www.Jdeenex.com. 120 3-PLY TISSUES 8.6'X 8.4 IN Tllls box Is made from 
100% re<:yded paper; ·. 

·. : . E Ea: ·~A::,:,J;~~;~ow·'~· 

ACTIVE INGREDIENTS: 
Otric Acid ....... : ........... .7.53% 
Sodium Lauryl Suffate ..... 2.02% 
INERT INGREDIENTS ..... 90.45% 
Total ........................ lOO.OO% 

EPA Reg. No.: 9402·10 
EPA Eat. No.: 009402·SC:001 

l)nder'llul Fedsrall,..~ .. ilclda, fllr.{)lciilo, and 
AoOOnticide Act a · .1ded, for tile 
pest!c\<IG, l'll!}!Grurno~ .:.i.~ei' . . 
r::D~ IJGII ~1), t 

0 

0 
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LEWIS & 
HARRJSON 
Consultants In Government Affairs 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Adam Heyward Product Manager (34) 
Regulatory Management Branch II 
Antimicrobial Division (7 51 OC) 
Office ofPesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, CM#2 
Arlington, VA 22202 

re: Product: Kleenex® Brand Anti-Viral Tissue #2 
EPA File Symbol No. 9402-10 
Registrant: Kimberly-Clark Corporation 
Pending Label Amendment 

Dear Adam: 

February 11, 2004 

As we discussed earlier today, please find enclosed five (5) revised copies of the amended label for 
Kleenex® Brand Anti-Viral Tissue #2. The revisions, which are very minor, are those requested by 
the New York State Department of Environmental Conservation. Please refer to the attached note 
from me to Sam Jackling regarding the speCific revisions. In addition, we are requesting that the 
official name of the product be changed from Kleenex® Brand Anti-Viral Tissue #2 to Kleenex® 
Brand Anti-Viral Tissue. 

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14. 

s~ 
Eliot I. Harrison 
Agent for Kimberly-Clark 



Eliot I. Harrison 

From: 
Sent: 
To: 
Subject: 

Eliot, 

Sam Jackling [sliackli@gw.dec.state.ny.us] 
Tuesday, February 10, 2004 10:36 AM 
eharrison@lewisharrison .com 
Re: Kleenex Anti-Viral 

On the bottom of the large tissue box it states: 
New Kleenex Anti-Viral tissue kills 99.9% of Cold and Flu Viruses*. 
The term Anti-Viral does not have an *. 
As we agreed, every instance of.the term "Anti-Viral" should have an * 

I know the * is at the end of the sentence but we believe it should 
also be after the term Anti-Viral in this sentence. 

Assuming this change is made, DEC agrees that you have addressed our 
concerns. As you are aware we cannot 'give final approval until we 
revie\v the final EPA "Accepted" label._ Upon receipt of a EPA "Accepted" 
label we will attempt to complete the review within 1-2 weeks. 

Sam Jackling 

amuel J Jackling 
~hief, Pesticide Product Registration Section 
New York State Department of Environmental Conservation 
625 Broadway 
Albany, NY 12233-7257 

(518) 402-8768 
(518) 402-9024 (fax) 

>>> "Eliot Harrison" <eharrison@lewisharrison.com> 02/08/04 01:23PM 
>>> 
Hi Sam, 
Attached is the follow-up material we discussed at our meeting on 
Tuesday. 
The hard copies will be sent by overnight delivery on Monday. 
Regards, 
Eliot 



To: Samuel J. Jackling 
From: Eliot Harrison 
Re: Kleenex Brand Anti-Viral Tissue 

On behalf of Kimberly-Clark Corporation (K-C), I want to thank you, Paula 
McBath and Jeanine Broughel for meeting with us on Tuesday, February 3, 2004 
to discuss issues regarding the NYSDEC registration of Kleenex® Brand Anti­
Viral Tissue. K-C respresentatives attending the meeting were Steve Erb, Kevin 
Eberle, Michael Caringello, Christopher McKenzie and myself. 

At the meeting, we discussed in detail the labeling concerns expressed in your 
letter of January 23, 2004. It is our understanding that agreement was reached 
to modify the label as follows: 

• On the principal display panel, after the phrase "KILLS 99.9% OF COLD & 
FLU VIRUSES," the phrase "See bottom panel for details" will be replaced 
with the phrase "See bottom for use directions." In addition, the font size 
for this instruction will be increased to make it more prominent. 

• An asterisk will be inserted after all references to the term "anti-viral" on 
the principal display panel and bottom panel of the tissue box (but not on 
the poly window covering the dispensing area of the box, on which the 
word "Anti-Viral" is printed repeatedly as a watermark). The asterisk will 
direct consumers to the use directions on the bottom panel. Note that the 
asterisk after the words "COLD & FLU VIRUSES" will be retained to direct 
consumers to the explanation on the bottom panel of which cold and flu 
viruses are targeted. 

• Finally, as a point of clarification, the symbol "#2" will not be included as 
part of the product name. Similarly, the active ingredients will, of course, 
be displayed prominently on the principal display panel (active ingredients 
were inadvertently not included on one of the labels provided to you at the 
meeting), as well as on the bottom panel. · 

Attached hereto is a revised label (pdf file) incorporating the above label changes. 
A hard copy of the revised label will be sent by overnight courier. We request 
your prompt concurrence with the revised label. 

Following NYSDEC concurrence, we will immediately forward to USEPA the final 
proposed label, as revised, and will provide a copy to NYSDEC. As soon as 
USEPA approval is obtained, we will submit the final approved label to NYSDEC 
to obtain New York state registration approval. NYSDEC has informed us that it 
will endeavor to process such request in approximately 1-2 weeks. 

Once again, thank you for taking the time to meet with us. Please contact me at ( .. ~~ 
202-393-3903, ext 14 if you have questions or require any additional information. ~ 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

OFFICE OF PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

Antimicrobials Division 

January 30, 2004 

"MEMORANDUM: 
Subject: Efficacy Review EPA Reg. 9410-10 Kleenex Brand Anti-:Viral Tissue 

DP Barcode 298261 

From: Nancy Whyte, Microbiologist NwJ 
Efficacy Evaluation Team 
Product Science Branch 
Antimicrobials Division (751 OC) 

·To: Adam Heyward/Renae Whitaker 
Regulatory Management Branch I 
Antimicrobials Division (751 OC) 

Thru: Emily Mitchell, M.S., Team Leader 
Efficacy Evaluation Team 
Product Science Branch 
Antimicrobials Division (751 OC) 

Thru: Michele E. Wingfield, Chief 
Product Science Branch 
Antimicrobials Division (751 OC) 

Applicant: Kimberly-Clark Corporation 
PO Box 2020 
Neenah, WI 54957-2020 

Formulation Label: 
Active lngredient(s) %/wt 
Citric acid ................................................................. 7.53% 
Sodium lauryl sulfate ................................................. 2.02% 
Other ingredients .................................. : .................. 90.45% 
Total .................................................................... . 1 00.00% 

I. Background: 

This label from the registrant's consultant was submitted for amendment. The changes 
made to the label required by the Agency as a condition of registration, are acceptable. 

Page 1 of I 



New York State Department of Environmental Conservation 
Division of Solid & Hazardous Materials 
Bureau of Pesticides Management 
Pesticide Product Registration Seciion 
625 Broadway, Albany, New York 12233-7257 
Phone 518-402-8768 FAX 518-402-9024 
Website: http:i iv .. ww.dec .state .nv. us!websi teidshm!pest icid/pestic id. htm 
E-Mail: ppr@gw.dec.state.ny.us 

CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 

Mr. Eliot Harrison 
Agent for Kimberly-Clark Corporation 
c/o Lewis & Harrison, LLC 
122 C Street NW 
Suite 740 
Washington, DC 20001 

Dear Mr. Harrison: 

January 23, 2004 . 

Erin M. Crotty 

Commissioner 

Re: Intent to Deny Application to Register :Kleenex Brand Anti-Viraf.J:issue #i 
(EPA Reg. No. 9402-10). . ·''. . . . . . _ '.. ,·· . 

. The New York State Department of Environmental Conservation (Department) received 
your application to register Kleen~)d3rand Anti-Viral Tissudi2 (EPA Reg. No. 9402~ 1 0) on 
October 3, 2003. The product application was declared administratively complete and the 
application package·has been·rev1ewe(fin\ib'i6iilan_<;:e with.New York State and federal pesticide 
labeling guidance. The Department intbids to deil)hhi's prodiicr ~pp1icatiori' i.ill-ress the following 
label iSSUeS Can be reSOlVed. ·: ·~ '~.I . '·; ••:'· :·: . < .. : . ' 

r;. 

The fmal product labeling complies with'tiie United States Enviroirmerital Protection 
Agency (USEPA) stamped "ACCEPTED" label dated 08i2'il2003. However, the.use directions 
are located on the bottom panel of the package and may not be apparent to the consumer when 
purchasing the product. In order that consumers purchasing this product in New York State are 
aware that the anti-viral claim refers to the killing. of labeled viruses on the tissue after a 
15-minute contact time, the Department suggests=ihat' tliis:infonnation be prominently displayed 
in pr()ximity to the anti-viral claim on the principal display panel. The Department believes that, 
without the above clarificaiion, the product name ".Kleenex Brand Anti-Viral™" could be 
construed by the consumer to mean anti-viral duiing :the time. of use (certainly not a 15-minute 
duration) of the tiss.ue by the cold o'r flu .sufferer. · · · . ' · · '· · · · 

· •.. ! . •· . • . . :. : . : _:_ .. -~ i ': .·: oJ i.· " .. 

· Additionally, tfie'bep<h-tment.has ·concerns about tli·e:first statem¢nt on the back panel of 
the Iaber, ''A leading cause of the spread· of cold and flu ~iruse·~ is by harid contact." Although 
true, the Department.believes this statement can lead a consumer to assume that ·the Kleenex · 
Brand Anti-Viral™ tissue acts to control the spread of cold and flu viruses more than a tissue of 
similar physical characteristics. Please refer to 40 CFR.Pkt 156.10(a)(5)(vii) under:"Fal~e and GiJ 
misleading statements" which states that "a pesticide is misbranded if its labeling is false or ~ 
misleading in any particular including both pesticidal and non-pesticidal claims." ~ (/ • 



Mr. Eliot Harrison 
r" • • : • • 

40 CFR Part 156.1 O(a)(5)(vii) "A tme statement used in such a way as to give a false or 
misleading impression to the purchaser.'! ·· · · 

In lieu of removing this statement, the Department would review any USEP A accepted 
studies which demonstrate that Kleenex Brand Anti-Viral™ tissue acts to control the spread of 
cold and flu:vimses more than a tissue of similar characteristics. 

2. 

The Department _also requested comment on the product and its label from the New York 
State Department of Health (NYSDOH). NYSDOH agreed that the label claims appear 
inappropriately placed and are misleading given the customary use of tissues. In addition, 
NYSDOH ·expressed the· generic concern that unnecessarily using antimicrobial agents in so 
many household products could potentially increase the resistance of microorganisms to 
antimicrobials/antibiotics and reduce efficacy. This is of particular concern for the Kleenex 
Brand AntiViral™ tissues giveri the apparent lack of any health benefit they confer to the user. 
Please address thes·e concerns ·in your response. · 

Within 30 days from receipt of this letter, you may make the necessary changes and/or 
submit the documentation requested above.' If you do not submit the requested documentation, 
or if you submit the requested documentation and there are still deficiencies in your application, 
the review will he terminated and yourapplication for registration will be denied. · 

If Kimberly-Clark Corporation has prepared product labeling ·based on a more current 
USEP A stamped "Accepted" label 0r notification than specified above, three copies of this 
labeling and a copy of the supporting document must be submitted. . 

: _.: :· .. 

The Department-takes this action because New York State will not register. labels that: 

1. Are inconsistent with the most current USEP A stamped "Accepted" labels or 
variations allowed by 4C CFR Sections 152.130 and 152.132 or 

2. Contain false or misleading statements as indicated in 40 CFR Part 156.1 O(a)(5). 

Please be aw·are that any unregistered product may not be sold, offered for sale, 
distributed, or used in New York State. 

Should you have any questions regarding this letter please contact Paula· McBath, of my 
staff, at (518) 402-8768. 

Sincerely, 

x1~9f)u#~ 
Samuel J. J ackling 
Chief 
Pesticide Product Registration Section 

. . 

cc: - Adam Heyward, Product Manager 34; Regulatory Management Branch II; Antimicrobials 

Connie Welch, Branch Chief; Regulatory Management Branch II; Antimicrobials r:<% 
Division; Office ofPesticide Programs; USEPA @---·: 
Division; Office ofPesticide Programs; USEPA .._.,..-) 



01'1' Labeling Issue Request https://yosemi te.epa.gov/opp/opp _label_ ... 52 56 E I C00502 B FE?Open Document& login& i 

I of I 

Office ot Pesticide Programs 
State Label Issue Tracking System 

Requester: Paula McBath (pjmcbath@gw.dec.state.ny.us) 
Entity/Affiliation: New York Request Date: 01/15/2004 

Due Date: 01/19/2004 

Product#: 
Product Name: 
PC Codes: 

OPP Team: 
Risk Manager: 

Subject: 
Brief Desc: 
Detailed Desc: 

Attach File(s): 

009402-00010 
KLEENEX BRAND ANTI-VIRAL TISSUE #2 
021801 Citric Acid 
079011 Sodium Lauryl Sulfate 
RM34 
Adam Heyward 

Label Clarification 
Anti-viral claims may be true statements but are misleading to the consumer 
New York State is reviewing the above product labeling for registration and find that the 
product labeling may mislead the consumer to believe that the tissue would kill germs 
during the "use" phase. The first statement on the label is "A leading cause of the spread 
of cold and flu viruses is by hand contact." The label then states that the "moisture 
activated middle layer kills 99.9% of cold and flu viruses in the tissue within 15 minutes." 
Thus a consumer skimming this label may think that this tissue will kill germs while the 
user is handling the tissue. In reality it takes 15 minutes to kill these germs which would 
place the tissue somewhere in a trash can and out of the user's hands. [False and 
misleading statements per 40 CFR Part 156.1 O(a)(5)(vii) ] Thus a true statement can be 
used in such a way to provide a false and misleading view to the purchaser of this 
product. 
We believe that the consumer should be notified by prominent display on the front panel 
of the tissue box that this anti-viral claim refers to the killing of viruses on the tissue after 
a fifteen minute exposure time. Please advise .... 
Also, in regard to the hand contact and transfer of viruses - Were there any comparative 
studies to determine if there was any reduction in germ transfer by hand contact with the 
Anti-viral Kleenex vs: an equal strength tissue without the active ingredients? It would 
seem that without such information the whole premise of registering this product is 
leading to an overload of antimicrobials for every conceivable household use thus 
leading to potential increased resistence by common micro-organisms and the 
consequent loss of effective controls -just a thought. 

( Respond J [r-_A-_c-kn-_~w-1-ed-ge-'\.J [ . .. Close ... J 
EPA Home I Search EPA 1 Comments 1 Site Map 

OPP Home 1 Search OPP I State Label Issue Tracking Registration System 1 Search for Product Label 
Search State Label Issue Tracking System I Contact System Administrator I User Manual 

htlp:J/yosemite.epa.gov/opp/opp_label_request.nsf 
Version 2.0, updated 09/26/2003 

1115/2004 I :23 PM 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

ELIOT HARRISON 
LEWIS & HARRISON, AGENT FOR 
KJMBERL Y -CLARK CORP 
LEWIS & HARRISON, LLC 
122 CST., N.W., SUITE 740 
WASHINGTON, D.C. 20001 

January 16, 2004 

PRODUCT NAME: KLEENEX BRAND ANTI-VIRAL TISSUE #2 
COMPANY NAME: KIMBERLY -CLARK CORP 
OPP IDENTIFICATION NUMBER: 256737 
EPA FILE SYMBOL: 9402-10 
EPA RECEIPT DATE: 01/16/04 

SUBJECT: RECEIPT OF AMENDMENT 

DEAR REGISTRANT: 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

The Office of Pesticide Programs has received your application for an amendment and it 
has passed an administrative screen for completeness. 

During the initial screen we determined that the application appears to qualify for fast 
track review. The package will now be forwarded to the Product Manager for review to 
determine its acceptability for fast track status. 

If you have any questions, please contact Antimicrobials Division, Risk Management 
Team 34, at (703) 308-6422. 

Sincerely, 

Front End Processing Staff 
Information Services Branch 
Information Resources and Services Division 



LEWIS & 
HARRJSON 
Consultants In Government Affairs 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Adam Heyward, Product Manager (34) 
Regulatory Management Branch No. II 
Antimicrobial Division (751 OC) · 
Office of Pesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway 
Crystal Mall #2 
Arlington, VA 22202 

re: Kleenex® Brand Anti-Viral"' Tissue #2 
EPA Reg. No. 9402-10 
Registrant: Kimberly-Clark Corporation 
Label Amendment 

Dear Adam: 

January 12, 2003 

On behalf of Kimberly-Clark Corporation, I am submitting a label amendment for Kleenex® Brand 
Anti-Viral Tissue #2. The amendment proposes to amend the currently approved label as follows: 

1) The official brand name ofthe product has been changed from Kleenex® Brand Anti-Viral 
Tissue #2 to Kleenex® Brand Anti-Viral Tissue. 

2) The claim "Kills 99.9% of Cold and Flu Viruses" has been added to the front panel. 

3) On the back panel, the heading for the descriptive paragraph has been changed from "The 
soft tissue now kills cold and flu viruses" to "New Kleenex® Anti-Viral tissue kills 99.9% of 
cold and flu viruses". 
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4) The descriptive paragraph has been changed from: 

"A leading cause of the spread of cold and flu viruses is by hand contact. Now Kleenex® Brand 
gives you a soft, anti-viral tissue with a special moisture-activated middle layer scientificaliy proven 
to kill 99.9% of cold and flu viruses in the tissue within 15 minutes. This product has not been 
tested against bacteria, fungi or other viruses. Especially designed for the whole family. Try new 
Kleenex~ Brand Anti-Viral Tissue #2 today." 

to 

" Because cold and flu viruses are often spread by hand contact, Kleenex® Brand has developed a 
new tissue for your whole family. New! Kleenex® Anti-Viral Tissue has three soft layers, including 
a moisture-activated middle layer that kills 99.9% of cold and flu viruses in the tissue within 15 
minutes. This product has not been tested against bacteria, fungi or other viruses. Try them today!" 

5) In the "Directions for Use" the sentence "Use only as a facial tissue to prevent the spread of 
cold and flu viruses has been changed to "Use only as a facial tissue." 

In support of this amendment, please find enclosed the following documents: 

• Application for Pesticide Form. 

• Proposed Product Label (5 Copies) 

If you have any questions about this amendment, please contact me at (202) 393-3903, ext. 14. 
. . 

Sincerely, 

{V(~ 
Eliot I. Harrison 
Agent for Kimberly-Clark Corp.;<~ 

0!/ 



P' • ease rea I . mstruct10ns on reverse e ore comp1etmg arm. A d OMB N 2070 00 Form ~ove . o . - 60, Ap_proval expires 05-31-98 

I'll EPA 
United States D Registration OPP Identifier Number 

0 Environmental Protection Agency [g) Amendment 256737 
Washington, DC 20460 D Other: 

Application for Pesticide - Section I 
1. Company/Product Number 2. EPA Product Manager 3. Proposed Classification 
9402-10 Adam Heyward 

4. Company/Product (Name) PM# ~None 0 Restricte, Kleenex® Brand Anti-Viral Tissue #2 Team 34 
5. Name and Address of Applicant (Include ZIP Code) 5. Expedited Review. In accordance with FIFRA Section 3(c)(3) 
Kimberly-Clark Corporation 

(b)(l), my product is similar or identical in composition and labeling 2100 Winchester Road 
Neenah, WI 54956 to: 

PLEASE DIRECT ALL CORRESPONDENCE TO EPA Reg. No. 

"CONTACT POINT" LISTED BELOW 
Product Name 0 Check if this is a new address 

Section -II 

[8] Amendment - Explain below. 0 Final printed labels in response to Agency letter·dated 

0 Resubmission in response to Agency letter dated 0 "Me Too" Application 
---

0 Notification- Explain below. 0 Other - Explain below 

Explanation: Use additional page(s) if necessary. (For Section I and Section II.) 

-APPLICATION FOR LABEL AMENDMENT. SEE COVER LETTER FOR DETAILS. 

Section - Ill 
1. Material This Product Will Be Packaged In: 
Child-Resistant Packaging Unit Packagil]g Water Soluble Packaging 2. Type of Container 

0 Yes' DYes 0 Yes 0 Metal 

0 No D No 0 No D Plastic 
If "Yes· No. per If "Yes" No. per D Glass 

-*Certification must 
Unit Packaging wgt. container Packagewgt. container 

D Paper 

be submitted D Other (Specify) 
3. Location of Net Contents Information 4. Size(s) Retail Container 5. Location of Label Directions 

0 Label 0 Container DOn Label 

D On labeling accompanying product 
6. Manner in Which Label is Affixed to Product 0 Lithograph 0 Other 

0 Paper glued 
0 Stenciled 

Section -IV 

1. Contact Point (Complete items directly below for identification of individual to be contacted, if necessary, to process this ap,:'icatio1) 

Name: Eliot Harrison, Lewis and Harrison, LLC TiHe: Agent for Kimberly-Clark Corporation Telep:i"one ·No. (Include Area 
122 C St., NW Suite 740 Code): (2'12) 393-3~01x 17 
Washington, DC 20001 

Certification 6. lJate Applica'i'l~ 
I certify that the statements I have made on this form and all attachments thereto are true, accurate and complete. I q<::>~~ived 

acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisonment or both (Stampcn! 
under applicable law. 

@ 2. Signature 741Ut- 3. Title: Agent for Kimberly-Clark Corporation 

4. Typed Name 5. Date t(fL/Il-f Eliot Harrison, Lewis & Harrison LLC 

. . EPA Form 8570-1 (Rev. 8-94) Prev1ous ed1t1ons are obsolete .. Wh1te· EPA F1le Copy (ongmal) Yellow- Applicant Co 
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is not included-· in·· this copy._. 

.through: _jtJ_ are. not included • 

... 
. ' .. 

...... · 

. . The ·:_. l!lat;.~rial . not .included contains the· following type of 
i,nformatio11: 

. L. Id-~nti ~Y. of. p~~~~~t ·i_~e~ lngr~dients. ·. 
. . .. . 

__ Identity of product impurities .. 
.. 

Des~ription of the product manufactu7in9 process. 
. . 

, Description of quality controi proced~res. 

:. ~ Id~ntit~ of the source of product ingr~dients·~ 
Sale~ or other-commercial/financial information. 

__ . A dra.ft product label~ ·. ·. 

. .. ·.-.... =T-he product confidential· statement of fontiula. --,- . . 
.. . 

-·- Informa-tion about a pending registration action. 

FIFAA. . r_egistration data. 

The document ·is a duplicate ·of page(s) 

··--·- The dociunent is not responsive to the re.quest;.. 

The information not included is generaily considered ·~onfidentiai 
by product registrants.:. If you h~ve any questions, please -contact 
the individual who p+epared the response t_o y~ur request. 
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PM WORK ASSIGNMENT SHEET 

DECISION PM ------------------------
DESCRIPTION OF ACTION: -----------::--:----::---------------­

SUBMISSION BAR CODE: S '750 18 8 
PRODUCTREVIEWER: £~~· 
FILE SYMBOUREG NO.:. 9'£-o ~/0 
FQPAACTION CODE:~ 3?-----·NON-FQPAACTION CODE: , ---

AMOUNT OF TIME TO COMPLETE TASK {ASRC only) HOURS 

MONTH DAY YEAR 

APPLICATION DATE 

EPA PIN DATE 

REVIEWER A~SIGNED DATE 

DATE DUE OUT OF AGENCY 

TYPE OF DATA 

Product Chemistry: D Product Toxicology: o Efficacy: o 

RASSB: 0 HED TOX 0 ENVIRONMENTAL FATE D FISH/WILDLIFE 0 

OfuerD ________________________ ___ 

·COMMENTS: 

JACKET(S)/FILE SHOULD BE SUBMITTED WITH YOUR LETTE~S ~NAT~E ' ---:7 

RE_SPONSE CODE: 17 RESPONSE DATE: A!J!f!? I / ;J-.) I (j 7 
MO Day Year 



UNITED STATES El\TVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

OFFICE OF 
PREVENTION, PESTICIDES 

AND TOXIC SUBSTANCES 

November 25, 2003 

Georgia Anastasiou, 
Lewis and Harrison Consultants 
Agent for Kimberly Clark Corporation 
122 C Street 
Washington, DC 20001 

Subject: Notification in Accordance with PR Notice 98-10 
. Kleenex Brand Anti-Viral Tissue #2 
EPA Registration Number 9402-10 
Application dated October 28, 2003 

Dear Ms. Anastasiou: 

This will acknowledge receipt of your notification, submitted under the provisions of PR 
Notice 98-10, FIFRA section 3 (c) 9. 

Proposed Notifications: 

Alternate Brand Name 

-Kleenex Brand Anti-Viral Tissue 

General Comment: 

Based on a review of the material submitted, the following comment apply_. 

The notification application is acceptable. A copy have been inserted in your file for future 
reference. 

Should you have any questions or comments concerning this letter, please contact me at 
(703) 308-6422 or Renae Whitaker at (703) 308-7003 . 

." Sincerely, 

~a,e_d~~ 
Adam Heyward 
Product Manager 34 
Regulatory Management Branch II 

·~ 

SYMBOL 
-···············. ..... .. ........ ················· ····-············ .................. ··-············ ·········-······ 

SURNAME .................. ················· ·············· ... ................ . ................... ·············· ·····-········- ................ . 
DATE 



LEWIS & 
HARRJSON 
Consultants In Government Affairs 

October 29, 2003 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Document Processing Desk [NOT I F) 
Office of Pesticide Programs 
U.S. Environmental Protection Agency (7504C) 
Room 266A, Crystal Mall 2 
1921 Jefferson Davis Highway 
Arlington, VA 22202-450 I 

ATTENTION: Velma Noble 

SUBJECT: 

Dear Ms. Noble: 

Product Manager, Team 31 

Kimberly-Clark Corporation 
Kleenex: Brand Anti-Viral Tissue #2 (EPA Reg. No. 9402-10) 
Notification of Altemate Brand Name Per PR Notice 98-10 

HAND DELIVERED 

On behalf Of Kimberly-Clark Corporation, we are submitting an application for Pesticide Notification to propose an alternate 
brand name for Kleenex Brand Anti-Viral Tissue #2 (EPA Reg. No. 9402-1 0) in accordance with PR Notice 98-10. The 
alternate brand_ name for Kleenex Brand Anti-Viral Tissue #2 is the following:. 

"Kleenex Brand Anti-Viral Tissue" 

To support this Notification of Alternate Brand Naine, we are submitting an Application for Pesticide Notification (OPP ID 
No. 265394), which includes a signed statement certifying compliance with PR Notice 98-10. 

Insofar as Lewis & Harrison serves as the "Company Contact" and "Company Agent" for Kimberly-Clark, please relay all 
correspondence regarding this notification submission directly to us. If you have any questions, please contact me at (202) 
393-3903 ext. 19 or e-mail me at georgia@lewisharrison.com 

I thank you in advance for your cooperation. 

Sincerely, 

Georgia Anastasiou . 
Agent for Kimberly-Clark Carr-oration 

Enclosures 

cc: Michael Caringello (KCC) 

<· 



PIE"'i:! mao instructions on reverse before completing form .,.., Form Approved OMB No 2070-0060 Approval expires 05 31 98 - -
I 

~ United States D Registration OPP Identifier Number l 

0 EPA Enyironmental Protection Agency D Amendment 265394 
Washington, DC 20460 (g) Other: Notification . 

Application for Pesticide - Section I ~ 
1. Company/Product Number 2. EPA Product Manager 3. Proposed Classification 

I 

9402-10 Velma Noble I 

4. Company/Product (Name) PM# [;g] None D Restricted 
Kleenex Brand Anti-Viral Tissue #2 Team 31 ; 
5. Name and Address of Applicant (Include ZIP Code) 6. Expedited Review. In accordance with FIFRA Section 3(c)(3) 
Kimberly-Clark Corporation (b)(l), my product is similar or identical in composition and labeling 
2100 Winchester Road 
Neenah, WI 54956 to: 

PLEASE DIRECT ALL CORRESPONDENCE TO EPA Reg. No. 
I 

"CONTACT POINT" LISTED BELOW 
Product Name D Check if this is a new address I 

Section -II -
D Amendment- Explain below. D Final printed labels in response to Agency letter dated i 

D Resubmission in response to Agency letter dated D "Me Too" Application 

-~ Notification- Explain below. D Other- Explain below 

..:xplanation: Use additional page(s) if necessary. (For Section I and Section II.) ' 

~LTERNATE~BftM\fo-:NAiVIi:_S::~!!Kieeri'ex~Bfcuid Anti~Virai·.Ti!fsi.te~!l 
Notification of ALTERNATE BRAND NAME in Accordance With PR Notice 98-10 I 

This notification is consistent with the provisions of PR Notice 98-10 and EPA regulations at 40 CFR 152.46, and no other changes have been made to 
the·labeling or the confidential statement offormula of this product .. I understand that it is a violation of 18 U.S. C. Sec 1001 to willfully make any false 
statement to EPA. I further understand that if this notification is not consistent with the terms of PR Notice 95-2 and 40 CFR 152.46, this product may 
be in violation of FIFRA and I may be the subject to enforcement action and penalties under sections 12 and 14 of FIFRA. 

Signature: Date: 

Section - Ill 

1. Material This Product Will Be Packaged In: 
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Type of Container 
D Yes• DYes DYes D Metal 

D No D No D No D Plastic 
If "Yes" No. per If "Yes· No. per 

D Glass 

*Certification must Unit Packaging wgt. container Package wgt. container 
D Paper 

be submitted ·o Other (Specifiy) 
3. Location of Net Contents Information 4. Size(s) Retail Container 5. Location. of Label Directions 

D Label 0 Container 0 On Label 

0 On labeling accompanying product 
6. Manner in Which Label is Affixed to Product 0 Lithograph 0 Other 

0 Paper glued 
0 Stenciled 

Section -IV 

1. Contact Point (Complete items directly below for identification of individual to be contacted, if necessary, to process this applicf't1~'1.' 
Name: Georgia Anastasiou, Lewis and Harrison Title: Agent for Kimberly-Clark Corporation Telephone No. (Include Area 

122 C St., NW Suite 740 Code): (20~) ;,gJ-:•903 x. 19 
Washington, DC 20001 

Certification 6. Date ApplicatiooJ 
I certify that the statements I have made on this form and all attachments thereto are true, accurate and complete. I Rec':lived 
acknowledge that any knowingly false or misleading statement may be punishable by fine or imP.risonment or both (5ta_mpedi 
under applicable law. 

·G!)•·· 2. Signature 3. Title: Agent for Kimberly-Clark Corporation 

~-d~ 
4. Typed Name 5. Date 
Georgia Anastasiou, Lewis & Harrison LLC October 28, 2003 

.. EPA Form 8570-1 (Rev. 8-94) Prev1ous ed1t1ons are obsolete ·-· . . Wh1te- EPA F1le Copy (ongmal) Yellow- Applicant Copy 
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U.S. ENVIRONMENTAL PROTECTION AGENCY 
Office of Pesticide Programs 

Antimicrobials Division (7S I OC) 
1200 Pennsylvania Avenue, NW 
Washington, D.C. 20460-0001 

NOTICE OF PESTICIDE: 

lL_ Registration 
_ Reregistration 

(Under FIFRA, as amended) 

Name and Address of Registrant (include ZIP Code): 

Kimberly -Clark Corporation 
2100 Winchester Road 
Neenah, WI 54957 

j 

EPA Reg. Number: 
Date of Issuance: 

9402-10 
August 21, 2003 

Tams of Issuance: 

Conditional 

Name of Pesticide Product: 

Kleenex® Brand Anti-Viral Tissue #2 

Note: Changes in labeling differing in substance from !hat accepted-in co~neclion with this registration m"ust be submitted to ~nd accepted by lhe Registralion 
Division prior to use oflhe label in commerce. In any Correspondence on-this prOduct alW!tys ref~r 1o lhe. above EPA regiStration number. . . . . . ; . . . . . . .. 

On lhe basis of information furnished by the registrant, the above-named pesticide is hereby registered/reregistered under the Federal Insecticide, Fungicide and 
Rodenticide Act. 

Registration is in no way to be construed as an en~orsement or recommendation of this pr<x:luct by the Agency. In order to protect health and the environment, the 
Administrator, on his motion, may at any time suspend or cancel the registration of a pesticide in accordance with the Act The acceptance of any name in connection 
with lhe registration of a product under this Act is not to be construed as giving the registrant a right to exclu5ive use of the name or to its use if it has been covered by 
others. 

This product is conditionally registered in accordance with FIFRA section 3(c)(7)(A) 
provided that you: 

1. Submit and/or cite all data required for registration of your product under FIFRA sec. 
3(c)(5) when the Agency requires all registrants of similar products to submit such data; and submit 
acceptable responses required for registration of your product under FIFRA section 4. 

2. Make the following label changes: 

a. Revise the EPA Registration Number to read," EPA Reg. No. 9402-1 0." 

Si~ 

~am Heyward 
ProductManager34 

/ Regulatory Management Branch II 
Antimicrobials Division (751 OC) 

EPA Fonn 8570-6 

--· .--
Date: 

August 21, 2003 



2 

b. The word "NEW" may only be used for six months after the product has been 
released for shipment and sale. 

c. The child signal word "Caution" and statement "Keep Out of Reach of Children" 
have been waived based on 40 CFR § 156.66(b)(2). 

Submit three (3) copies of the revised final printed label bearing the revisions prior to 
releasing this product for sale. 

If these conditions are not complied with, the 
·registration will be subject to cancellation in accordance with FIFRA section 6(e). Your release 
for shipment of the product bearing the amended labeling constitutes acceptance of these 
conditions. · 

A stamped copy of the label is enclosed for your records. 

Enclosure: 

~dam Heyward 
Product~anager(34) 

Regulatory ~anagement Branch II 
Antimicrobials Division (751 OC) · 



Facial Tissue Product with Overwrap - Back Panel 

The soft tissue now kills cold and flu viruses t 
A leading cause of the spread of cold and flu viruses is by hand contact. Now KJ...£ENEX® Brand gives you a soft, 

anti-viralt tissue with a special moisture-activated middle layer scientifically proven to kill 99.9% of cold and flu 
viruses t in the tissue within 15 minutes. This .product has not been tested against bacteria, fungi or other viruses. 

Especially designed for the whole family. Try new Kl .. EENEX® Brand Anti-Vir.al™ Tissue #2 today . .... 
Directions for Use: It is a violation of Federal law to usc this product in a manner inconsistent with its labelin9. Usc only as a facial tissue to help prevent the spread of cold 
and flu virusest. · 
tViru~idal Against: Rhinoviruscs Type 1A and 2 ~Rhino~iruse~ arc. the leading cause of the common cold); Influenza A and Influenza B (causes ol the flu); Respiratory 
Syncytial Virus (RSV-the leadmg· cause of lower resp1ratory mfcct1on 10 children). 
Storage and Disposal; Store in a dry area. Dispose of used tissues promptly. Do not reuse empty container. 

1-800-553-3639 weekdays 8 a.m. to 4 p.m. CT ®Roglsterod Tra~emark and . 
"Trademark of K1mbcrly-Ciark Worldwide, Inc. 
C 1986, 2003 KCWW Distributed by Kimberly-Clark Global Sales, Inc., 

Dept. XX·XX, PO Box 2020. Neenah, WI 54957·2020 
Printed in USA. 
Made In tho USA from domestic and Imported material. 

Mode under the following US patents: 
6,221,211: 5,227,242:4,828,912:4,738,647. 

EPA Reg. No.: XXXX·XXX 
EPA Est. No.: XXXXX·XX·XX 

0 

§ 

ACTIVE INGREDIENTS: 
Citric Acid .................... 7.53% 
Sodium Lauryl Sulfate ..... 2.02% 
INERT INGREDIENTS ..... 90.45% 
Total ........................ lOO.OO% 

(@ 

4 

07.30.03 



I • 

ACTIVE INGREDIENTS: 
Citric Acid ................... .7.53% 
Sodiumlauryl Sullatc ..... 2.02% 
INERT INGREDIENTS ..... 90.45% 
Total ........................ lOO.OO% 

[120f;.s~·PLY TISSUES .. 8.6 X 8.4 in I 21.8 X 21.3 em 

2 
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Display 
Panel 

Under the Fer1eral Insecticide, 
n . ..!'.-:-:..1 ..... ,.;,.j Rodenticide Act as 
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EPA Reg. No. 
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Bottom 
Panel 
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Facial Tissue Product with Overwrap - Overall View 

lB.ckP=d 
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NOT TO SCALE 
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..... ,~_ ............... ""' ......... -----· ___ ,, __ ----·------- ---------------·-·"'·. -··--·· - ·-·-·--~·-···-----, 
ACTIVE INGREDIENTS: 
Citric Acid ................... .7.53% 
Sodium Lauryl Sulfate ..... 2.02% 
INERT INGREDIENTS ..... 90.45% 
Total ........................ 100.00% 

[120f:~:~·p.1)' TISSUES · 8.6 x 8.4 in I 21.8 x 21.3 em 
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Facial Tissue Product with Overwrap Removed 
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NOT TO SCALE 

The platic dispensing port, 
which remains visble 
throughout the product use 
life, will be printed with text in 

~-----+--+- a repeating pattern "Kleenex 
Brand Anti-Viral Tissue #2" 
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Facial Tissue Product with Overwrap - Back Panel 

The soft tissue now kills cold and flu viruses t 
A leacling cause of the spread of cold and fl.~ viruses is by hand contact. Now KLEENEX® Brand gives you a soft, 

anti-viralt tissue with a special moisture-activated middle layer scientifically proven to kill 99.9% of cold and flu 
viruses t in the tissue within 15 minutes. This product has not been tested against bacteria, fungi or other viruses. 

Especially designed for the whole family. Try new KLEENEX® Brand Anti-Viral™ Tissue #2 today. 

Directions for Use: It is a violation or Federal law to use this product In a manner inconsistent with its labeling. Use only as a racial tissue to help prevent the spread or cold 
and flu vinuses t. 
tVirucidal Against: Rhinoviruses Type 1A and 2 (Rhlnovinuses are the leading cause of the common cold); Influenza A and Influenza B (causes or the flu): Respiratory · 
Syncytial Vinus (RSV-the leading cause of lower respiratory infection in children). 
Storage and Disposal: Store in a dry area. Dispose or used tissues promptly. Do not reuse empty container. 

1-800-553-3639 weekdays 8 a.m. to 4 p.m. CT ®Registered Tra~emark and 
"'Trademark of K1mbeny·Ciark Worldwide, Inc. 
C 1986, 2003 KCWW Distributed by Kimbeny-Ctark Global Sales, Inc., 

Dept. XX·XX, PO Box 2020, Neenah, WI 54957 ·2020 
Printed in USA. 
Made In the USA from domestic and lmponed materlal. 

www.kleenex.com 

Made under tho following U3 patents: 
6,221,211: 5.227,242: 4,828,912; 4,738,847. 

EPA Reg. No.: XXXX-XXX 
EPA Est. No.: XXXXX·XX·XX 
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ACTIVE INGREDIENTS: 
Citric Acid ................... .7.53% 
Sodium Lauryl Sulfate ..... 2.02% 
INERT INGREDIENTS ..... 90.45% 
Total ........................ 100.00% 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

OFFICE OF 
PREVENTION, PESTICIDES 

AND TOXIC SUBSTANCES · 

Antimicrobials Division 

August 14, 2003 

SUBJECT: PRODUCT CHEMISTRY REVIEW OF: Kleenex Brand Anti-Viral Tissue #2 

FROM: 

THRU: 

THRU: 

DP Barcode: D291513 
Manufacturing-use [ ) OR 

Reg. No. Or File Symbol: 9402-RN 
End-use Product [X) 

Adam Heyward PM 34 I Drusilla Copeland, Team Reviewer 
Regulatory Management Branch II 
Antimicrobials Division (751 OC) 

Robert A. Turpin, Chemist 
Product Science Branch, CT Team 
Antimicrobials Division (751 OC) 

Karen P. Hicks, CT Team Leader 
Product Science Branch 
Antimicrobials Division (7 51 0~) 

Michele E. Wingfield, Chief 
Product Science Branch 

Antimicrobials Division (751 OC) 

Product Formulation 
Active Ingredient(s) %by wt. 
Citric acid ............................................................ 7.51 
Sodium lauryl sulfate .......................................... 2.02 

BACKGROUND: The applicant has submitted a revised Confidential Statement of Formula and a 
description of the formulation and manufacturing process of its product. 
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FINDINGS: 

1. The Confidential Statement of Formula of the subject product dated June 24, 2003, is acceptable to 
the Agency. The extended certified limits of the active ingredient, citric acid, are acceptable in view of 
the process of formulation. The inert ingredients have been approved for use in pesticide products. 

2. The descriptions of formulation and virucidal coating solution manufa_cturing are acceptable. 

RECOMMENDATIONS: None. 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

OFFICE OF 
PREVENTION, PESTICIDES 

AND TOXIC SUBSTANCES 

Antimicrobials Division 

July 31, 2003 

SUBJECT: PRODUCT CHEMISTRY REVIEW OF: Kleenex Brand Anti-Viral Tissue #2 

DP Barcode: D292395 
Manufacturing-use [ ] OR 

Reg. No. Or File Symbol: 9402-RN 
End-use Product [X] 

0: Adam Heyward PM 34 I Drusilla Copeland, Team Reviewer 
Regulatory Management Branch II 

FROM: 

THRU: 

THRU: 

Antimicrobials Division (751 OC) 

Robert A. Turpin, Chemist ··~ • -r: 
Product Science Branch, CT Team 
Antimicrobials Division (751 OC) 

Karen P. Hicks, CT Team Leader 
Product Science Branch 
Antimicrobials Division (7 51 OC) 

Michele E. Wingfield, Chief 
Product Science Branch 

Antimicrobials Division (751 OC) 

Product Formulation 
Active Ingredient(s) % by wt. 
Citric acid........................................................... 7.51 
Sodium lauryl sulfate .......................................... 2,02 · 

BACKGROUND: The applicant has, in response to a request from the Agency, submitted a study 
(MRID #460219-0 1) reporting the data requirements of 830.1650. 
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FINDINGS: 

The description of the formulation process and application of the anti-viral coating to the tissue 
substrate of the subject product is acceptable to the Agency. · 

RECOMMENDATIONS: None. 
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UNI.TED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

OFFICE OF PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

Antimicrobials Division 

July 25, 2003 

MEMORANDUM: 
Subject: 

From: 

Efficacy Review EPA Reg.No. 9402-RN Kleenex Brand Anti-Viral Tissue #2 
DP Barcode 289868 and DP Barcode 289966 
Case No.072433 

Nancy Whyte, Microbiologist NO if 
Efficacy Evaluation Team 
Product Science Branch 
Antimicrobials Division (751 OC) 

To: Adam Heyward/Drusilla Copeland 
Regulatory Management Branch II 
Antimicrobials Division (7510C) 

Thru: Emily Mitchell, M.S., Team Leader fly._~ !fi;/J~ tjtj&-1 
Efficacy Evaluation Team / 
Product Science Branch 
Antimicrobials Division (751 OC) 

Thru: Michele E. Wingfield, Chief 
Product Science Branch 
Antimicrobials Division (7510C) 

Applicant: Kimberly-Ciark Global Sales, Inc. 
P. 0. Box 2020 
Neenah, WI 54957-2020 

Formulation Label: 
Active lngredient(s) %/wt 
Citric Acid .......................................................... 7.51% 
Sodium Iaury! sulfate ........................ : ................ 2.02% 
Other ingredients ............................................. 90.47% 
Total .............................................................. 100.00% 

I. Background: 

The registrant has submitted an application for a new product registration for a Q 
3-ply tissue which makes claims that the tissue has antiviral properties against Rhinovirus @ 
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Types 1A and 2 and .Influenza A Virus and B Virus and Respiratory Syncytial Virus. The tissue 
makes no claims for antimicrobial action ·against bacteria or fungi. Two separate versions of . 
the label were submitted-one with the package and a revised label with a disclaimer submitted 
after a meeting with representatives of the Agency. An additional updated label has been 
submitted since the revision was reviewed but was not available to this reviewer. This review 
encompasses two submissions, DP289868 and OP289966, which address issues raised in 
a pre-registration meeting with the Agency and Kimberly-Clark representatives. 

The first package, 0289868, contains a cover letter and a revised label. The second 
package, 0289966, contains three articles which support the registrant's rationale for label 
claims of the product's effectiveness against four viruses known to be implicated in upper 
respiratory infections. The studies submitted were not conducted using Good Laboratory 
Practices. The first, MRIO No. 459193-01, is a reprint of an article appearing in the Journal of 
lnff!ctious Diseases, Vol. 153, No. 2, February 1986, which reports the results of a study of the 
interruption of the transmission of rhinovirus colds among human volunteers using virucidal 
paper handkerchiefs. The second document, MRID No.459193-02, is an article reprint from the 
same journal (Vol. 152, August 1985) which reports on the effect of placebo and virucidal paper 
handkerchiefs on viral contamination of the hand and transmission of experimental rhinoviral 
infection. The third document, MRIO No. 459193-03, is a private communication which reports 
the results of virucidal screening studies that were conducted using lotion coating and silicone 
coating in the outer plies of the tissue to demonstrate complete inactivation of the organisms 
tested. Five viruses were used in this study-Rhinovirus 1A, Rhinovirus 2, Influenza Virus A and 
Influenza Virus B, and Respiratory Syncytial Virus . Also included in this document i~ a table 
which reports results of several studies conducted in June 2000, January and April 2001, and 
January 2002. The table lists the results of complete inactivation of the residual viruses by the 
tissues at various exposure periods when tissues containing either lotion or silicone are used as 
coatings in the presence of various concentrations of sodium lauryl sulfate and citric acid. This 
study was conducted by Kimberly-Clark and was reported in April 2003. 

II. Use Directions: 

There are no specific use directions printed on the box except that "this product is not 
to be used in a manner inconsistent with its labeling. Use only. as a facial tissue to help prevent 
the spread of colds and flu viruses. " 

Ill. Labeling: 

1. 

IV. 

1. 

There are several statements on the overwrap label attached to the box. The largest 
font type is used to describe the product (The soft tissue now kills cold and flu 
viruses*). The next smaller font is used for an expanded claim for the value of the use 
of the produGt. A revised label has elevated the requested Agency claim disclaimer. 
which states that the product had not been tested against bacteria, fungi, and other 
viruses to the product description where it is more likely to be seen by consumers. 

Recommendations and Comments: 

This product has limited use, and no other organisms other those presently approved 
may be added to the label claims for effectiveness of the product to control the 
transmission of cold and flu viruses without Agency review and approval. 
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LEWIS & 
HAR.RJSON 
Consultants In Government Affairs 

1~ C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Adam Heyward Product Manager (34) 
Regulatory Management Branch II 
Antimicrobial Division (7 51 OC) 
Office of Pesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, CM#2 
Arlington, VA 22202 

re: Product: Kleenex® Brand ~~~Viral Tissue #2 
EPA File Symbol No. 9402-~ 

June 19, 2003 

Applicant: Kimberly-Clark Corporation 
Registration Application for New Product 
Additional Information on the Formulation Process 

Dear Adam: 

460119-00 

On behalf of Kimberly-Clark Corporation, I am submitting three (3) copies of the following study. 
This information was requested by the review chemist, Robert Turpin: 

• Volurne 1 of 1 
Kleenex® Brand Anti-Viral Tissue #2: Process for Coating Add On; Formulation 
Process for Virucidal Coating Solution 
MRID#" 46011901 

If you have any questions regarding this submission, please contact me at (202) 393-3903, e_xt! :1~. .. ,. 

Sincerely, • ... 
• 

&#!1--- •• a 
• • • . •• < I • 

' • . • 
I I I I •• Eliot I. Harrison 

Agent for Kimberly-Clark .... : .. @''' 
• , ll v. 

•) . 
•I • • 

") ·' 0. 

!'. 



LEWIS & 
HAR.RJSON 
Consultants In Government Affairs 

BY HAND 

Jack E. Housenger 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

. telephone 202.393.3903 
fax 202.393.3906 

Associate Director, Antimicrobials Division 
Office of Pesticide Programs 
U.S. Environmental Protection Agency 

. Crystal Mall Building 2 
1921 Jefferson Davis Highway 
Arlington, VA 22202 

June 19,2003 

Re: Kleenex® Brand Anti-Viral Tissue #2, EPA File Symbol No. 9402-RE 

Dear Jack: 

V;fe appreciate the time that you and your colleagues took to meet with Kimberly­
Clark Corporation representatives on June 11,2003 regarding Kimberly-Clark's pending 
application to register an antiviral facial tissue. Tiris letter responds to the key questions and · 
comments raised by EPA at our meeting and supplements our prior discussion of these issues 
in our February 26,2003 and April25, 2003letters. 

Virus SurvivaL In the_course of our discussion of the 15-minute period required to 
achieve .complete inactivation of residual viruses, you asked how long the targeted viruses 
survive on untreated tissues. The survival times of viruses have been well documented in the 
literature cind can be summarized as follows for porous materials such as facial tissue. Copies 
of the cited references are being sent directly to Adam Heyward, the Product Manager for the 
Kleenex Brand Anti-Viral Tissue. 

• Influenza: In the case of Influenza. A, viral survival during storage was similar for 
cotton sheeting,. serge, and dust There was little loss of viability in 3 days; even 
after one week the loss of infectivity was slightly less than 2logs (90%). It took 
two weeks for inactivation to reach 99%. 

• Rhinovirus: Rhinovirus has been recovered after 3 hours from nonporous surfaces 
such as Formica and stainless steel. The virus survives well on some hard synthetic 
surfaces, such as nylon and Dacron, but were not isolated at times greater than 3 hours 
from porous fabrics such as facial tissue and cotton cloth. 

• Respiratory Syncytial Virus: RSV survives from 30 minutes to 1 hour on paper and 
skin; however, it will survive up to 7 hours on counter tops, which would suggest that @ 
RSV may survive long enough on contaminated environmental surfaces to allow (J'lo 
transfer of infective virus from surfaces to hands and from hands to susceptible t> 
mucosal sites of entry. 



Jack E. Housenger 
June 19, 2003 
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T bl 1 R a e eport edS 
VLn..!S 
Influenza A strain 
PR&<2> 

Rhinovirus 1~1 

Respiratory 
syncytial 
virus (4) 

UrvJV aJT imes o rv· truses on Fonutes (I) 

V!ra! ~!!r~~ F~mit'C.' 

Infected mouse lung Cotton sheeting, 
suspension serge, dust 

Glass slides 

Nasal mucus Plastic 

Cell culture virus in Plastic 
Hanks balanced salt 
solution (BSS) 

Cell cUlture virus in 
HanksBSSor Formica, stainless 
0.85%NaCJ steel, varnished 

wood, hard 
synthetic fabrics, 
wool, silk 

Cotton, rayon, 
paper, towel, facial 
tissue 

Infected cell culture Counter tops 
or nasal secretions 

Gloves 

Ooth 

Paper and skin 

S~!..'"YiV!!! Tim~ c~m!itit:ms 

~ 3 days Ambient 
temperature and 

10% viable after 7 relative humidity, 
days dark 

I% viable after 2 
weeks 

10% viable after 3 Ambient 
days temperature and 

relative humidity, 
0.0 I% viable after 5 dark 
weeks 
S24hr 23°C, ambient 

relative humidity 

23°C, ambient 
S24hr relative humidity 

23°C, ambient 
relative humidity 

>3hr 

23°C, amb~ent 
relative humidity 

>1 but<3 hr 
7hr Composition of 

surface more 
2-5 hr important than 

variations in 
2hr temperature, relative 

humidity, or drying 
30-60min time 

(I) Gerba, Charles P. and Goyal, Sagar M., Methods in Environmental Virology, Marcel Dekker, Inc., 1982, pages 
184-185, 190-192, 202-203. 

<2> Edwards, D.G., Resistance of influenza virus to drying and its demonstration on dust, Lancet 241:664-666. 

<J> Hendley, J.O., Wenzel, R..P., and Gwaltney, J.N. Jr., Transmission of rhinovirus colds by self-inoculation, New 
England Journal ofMedicine, 1973,288:1361-1364. 

<
4> Hall, C.B., Douglas, RG. Jr., and Geiman, J.M., Possible transmission by fomites of respiratory syncytial virus, 
Journal of Infectious Disease, 1980, 141 :98-102. 

~ 
lY 
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Thus, even if no viruses were killed for a full 15 minutes, viral survival on the tissues 
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reduction in the opportunities for the viruses to be transmitted to others. In fact, of course, the 
effect of the treated tissues is even more significant because, as shown by the data submitted 
with our April25letter and discussed at our meeting, the great majority of the viruses are 
killed within the first couple of minutes. As discussed, given the enormous health, economic, 
and social costs of colds and flus, even a modest percentage reduction in their transmission 
would be of significant benefit. (We refer you to our April 25 letter for a more detailed 
discussion ofthe product's benefits notwithstanding the 15-minute time for inactivation of 
residual viruses.) 

Label Language. EPA also asked Kimberly-Clark to consider additional label 
language to further EPA's objective ofbetter educating consumers regarding the spread of 

. colds and flu viruses and the tissue's role in helping to limit the transmission of such viruses. 
In response to that request, Kimberly-Clark has revised its label; the new proposed label is 
enclosed. In addition to explaining the role of the tissue i.:il helping to limit the spread of cold 
and flu viruses by hand contact, the label specifically notes that the product has not been tested 
against bacteria and fungi. We believe the new label addresses EPA's concerns and makes it 
clear what can - and can not -be expected from the product. 

Disinfectant Standard. At our meeting, we also continued the discussion between 
Kimberly-Clark and EPA with respect to whether the antiviral tissue, in the absence of 
bactericidal data, should be registered. While Kimberly-Clark recognizes the Agency's 
concern about registering products that have not been tested against representative 
bacteria, we believe that there are special circumstances that should lead the Agency to 
waive such data. Regarding the ~tiviral tissue, we believe that bacterial data are not 
pertinent and would not provide any useful information. Moreover, establishing a: "hard 
rule" that would preclude the registration of targeted or niche products, such as the 
antiviral tissue, will prevent the introduction of products that clearly have important 
public health benefits. 

Elaborating on the discussion in our April25 letter, the following points should 
also be noted. 

• There is currently no legal or regulatory requirement that virucides show 
sufficient bactericidal efficacy to meet disinfectant standards. 

• EPA's 1999 proposed antimicrobial regulations and its draft antimicrobial data 
requirements would impose disinfectant efficacy standards on a variety of 
products, but neith~r set of regulations ·has been promulgated as final. Even if 
the regulations were final, however, they provide sufficient flexibility that 
EPA could register the Kimberly-Clark tissue without requiring antibacterial 
efficacy data. For example, the proposed antimicrobial regulations contain a 
.. virucide only'' category for products used on hard surfaces, thereby /~ 
recognizing that it is possible, with appropriate limitations on product claims, ® 
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for a registered virucide not to be a broad spectrum disinfectant. See proposed 
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draft data requirements specify studies for products with combined 
disinfectant and virucidal claims, but not for products like the tissue that make 
only virucidal claims, leaving the Agency with the latitude to tailor efficacy 
requirements to the specific, limited claims being made. And, of course, even 
if there were ~ binding general requirement for all virucides to demonstrate 
antibacterial efficacy, EPA's regulations recogniZe the necessarily case-by­
case nature of data requirements and the Agency's discretion to waive 
inappropriate data requirements. See 40 C.F.R §§ 158.25(b), 158.35, and 
158.45. 

• As we have discussed, Kimberly-Clark's previous antiviral tissue, registered 
under the same regulations in effect today, was approved without antibacterial 
efficacy data Indeed, we can find no record that EPA suggested that such 
data were appropriate. 

• We understand that EPA's proposal to require disinfectant-level efficacy data 
on various products for which disinfectant claims were not explicitly made 
was an effort to prevent consumers from being misled by broad, generalized 
antimicrobial claims. EPA has, in effect, proposed to require that claims likely 
to be understood as antibacterial be supported by antibacterial efficacy data 
However, that concern is inappropriate in this case. Kimberly-Clark is not 
making a generalized antimicrobial claim: The product claims are limited to 
preventing the transmission of cold and flu viruses and - especially with the 
additional label language discussed above - can not reasonably be understood 1 

as antibacterial claims for which disinfectant level efficacy should be 
established. 

. Other Issues. As discussed at our meeting and in our prior correspondence, we do 
not believe that there are other issues requiring resolution in order for EPA to register the 
antiviral tissue. Specifically, we have addressed the Agency's questions with respect to the 
organic soil loadings in the efficacy testing of the tissue; based on our discussion at the 
meeting, we believe the coding of the remaining inertS is being addressed; and we do not 
believe that there are toxicity issues with respect to the product. 

1 It is not possible, of course, to guard against every c~nceivable misunderstanding, no matter how 
unreasonable. However, pesticide labeling is the cornerStone ofFIFRA's regulation of pesticides. 
FIFRA thus assumes that label language- including qualifications, and limitations- is meaningful and 
can be tailored to the particular characteristics of a product. EPA should not overturn that ftmdamental 
premise by, in essence, taking the position that limitations and explanations of a product's claims, no 
matter how clear, are meaningless and must therefore be read as encompassing broader claims that, in . 
tlrm, trigger broader data requirements. @ 
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Timing. Finally, as we described, the lead time to obtain state registrations; have the 
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sufficient product to introduce the antiviral tissue by August 2004 is extensive. Kimberly­
Clark's management does not believe that it can responsibly make the significant capital 
investment necessary to launch the product until it has the assurance (in the form of EPA and 
state registrations) that it will be able to market the product on a national basis. Accordingly, 
we respectfully request that E~ A make a decision on Kimberly-Clark's registration 
application by July 15, 2003. 

Thank you for your time and consideration. 

Sincerely, 

E~~for 
Kimberly-Clark 

cc: Connie Welch, Branch Chief, Regulatory Mgmt. Br. No.2 
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Facial Tissue Product with Overwrap - Overall View 1 
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LEWIS & 
HARRJSON 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Consultants In Government Affairs 

Adam Heyward Product Manager (34) 
Regulatory Management Branch II 
Antimicrobial Division (751 OC) 
Office ofPesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, CM#2 
Arlington, VA 22202 

re: Product: Kleenex® Brand An!~ Viral Tissue #2 
EPA File Symbol No. 9402-~ 
Applicant: Kimberly-Ciar.({ Corporation 
Registration Application for New Product 

April25, 2003 

..... . . . . . 

. . 
• • 
• • 0 . -- ~ . . . . ~ . 
.... 
• • . . .... 

Data Transmittal Letter for Efficacy Studies being Submitted as a Follow-Up 
to April 9, 2003 Meeting 

Dear Adam: 

As a follow-up to the April 9, 2003 meeting between representatives from Kimberly-Clark and 
Agency staff, I am submitting, on behalf of Kimberly-Clark, three (3) copies of the following 
studies: 

• Volume 1 of3 

• 

Interrruption ofTransmission ofRhinovirus Colds Among Human Volunteers Using 
Virucidal Paper Handkerchiefs 

MRID# 45919301 

Volume 2 of3 
The Effect of Placebo and Virucidal Paper Handkerchiefs on Viral Contamination of 
the Hand and Transmission of Experimental Rhinovirus Infection 

MRID# 4)91930~ 

.... ; ; .. 
. ' . . ' .. -: . 

• ., -. I • 
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• Volume 3 of3 
Summary of Time-Kill Studies Conducted with Anti-Viral Tissue 
MRID# 

~.:'919303 

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14. 

Sincerely, 

~t 
Agent for Kimberly-Clark 

. . , 
·- ·J .) ! 



Note to reviewer: All text in brackets [xxx) is optional and may or may not be included on a final label. 
All text in braces {xxx} is administrative and will not appear on a final label. 
Final packaging may be translated into French and/or Spanish 

{FRONT PANEL:} 

{Primary Brand Name.} Kleenex® Brand Anti-Viral* Tissue #2 

Net Contents: [1 through 150] 3-Piy [White] (Printed] Tissues 8.6x 8.4in I 
21 . 8 x 21 . 3 em 

ACTIVE INGREDIENTS: 
Citric Acid ......................... ·'··· .. 7.51% 
Sodium Laury! Sulfate ........... -.... 2.02°/o 
INERT INGREDIENTS: ............ 90.4 7°/o 
Total: .................................. 100.0% 

Kleenex® Brand [Tissue) 

Open Here 

[Date code] 

Page 1 or 4 



Note to reviewer: All text in brackets (xxx] is optional and may or may not be included on a final label. 
All text in braces {xxx} is administrative and will not appear on a final label. 
Final packaging may be translated into French and/or Spanish 

{FRONT OR BACK PANEL MARKETING CLAIMS:} 

[New) {"New" will only appear on the label for the first 6 months of distribution} 

[New] rrry:Me] [NOW] [Anti-Viral* Tissue!] [NOW with] [Anti-Viral* Formula!] [Virus*-Neutralizing Formula] 
(Neutralizes Cold & Flu Viruses*] [Cold & Flu Germs*] [Viruses*!) [Cold & Flu Virus*) [Virus· Neutralizing Layer!] [Kills] 
[Neutralizes] [99.9% of] (Cold & Flu Germs*] (Cold & Flu 
Viruses*] [Viruses*] [See back panel for detail~] [Still just as] [soft) 

[Stop Spreading Cold & Flu Germs*) [Anti-Viral* Ingredients] 

[Prepare for [Cold & Flu Viruses*) [Viruses*] [Cold ~ Flu Germs*]] 

[Help Stop the Cold & Flu [Virus*] Cycle] 

[Help stop the Cycle of Cold & Flu [Viruses*)] 

[Help Stop the Spread of (Cold & Flu Germs**] (Cold & Flu Viruses*] [Viruse~*]] 

[Introducing a revolution in facial tissues!] 

[Keep [Cold & Flu) [Viruses*] [Germs*] to Yourself] 

[It's Cold & Flu Season - Be Prepared!] 

[Now You Can Prepare for Cold & Flu Season] 

[Ready for Cold & Flu Season?] 

[Help Break the Cycle of] (Cold & Flu Germs*] [Viruses*] [Cold & Flu Viruses*] 

[Help Keep [Cold & Flu Viruses*] [Viruses*] [Cold & Flu Germs*] From Spreading] 

[KLEENEx® tissue- a barrier of protection against everyday] [cold & flu germs*] [cold & flu viruses*] [viruses*]] 

[Block) [Cold [& Flu] Germs*] (Cold [& Flu] Viruses*] [Viruses*] 

[New] [KLEENEx® [Ultra Soft] ANTI-VIRAL • Tissues have [Germ Blocker*] (Anti-Viral* Blue Layer] [Cold [&Flu] Virus· Lock] 
[Cold & Flu][Germ Barrier*) [Germ Defense*) [Germ Shield*] a new middle layer (formula] that's [scientifically) (clinically] proven 
to [neutralize] [kill] [99.9% of](viruses*] [germs*] [cold & flu viruses*] (cold & flu germs*] that cause colds and flu. Be prepared 
with (soft]. [three-layered] KLEEN~ ANTI-VIRAL* Tissues.] 

[Now KLEENEx® [Ultra Soft] Tissue gives you (a] [an] (super soft] (soft], anti-viral* tissue with a special [moisture activated] 
middle layer [formula] [scientifically) [clinically) proven to [neutralize] [kill] [99.9% of] [cold & flu viruses*] [viruses*] [cold & flu 
germs*.]] [Help Stop the cycle of [cold & flu viruses*][viruses*] [cold & flu germs*] in your family.] rrry new KLEENE~ [Ultra Soft] 
ANTI-VIRAL* Tissl!es today.] 

[We're always looking for ways to help keep your family happy. That's why [soft], [new) KLEENEx® [Ultra Soft] ANTI-VIRAL· 
Tissues have a special middle layer [formula] that's (scientifically) [clinically] proven to [neutralize) [kill] [99.9% of] (cold & flu 
germs*] [viruses*] (cold & flu viruses*]. [Buy them for your family this season.]] 

[[Scientifically] [Clinically] proven, [New] Kleenex® [Ultra Soft] Anti-Viral* Tissues [neutralize] [kill] (99.9% of] (cJ:0 & flu 
viruses*] (viruses*] (cold & flu germs*].] (Use [new] (super soft] Kleenex® [Ultra Soft] Anti-Viral* ti!:~:.:z:; t.) help stop t:id cycle of 
[cold & flu germs*] [cold & flu viruses*] [viruses*] in your home.] 

[Only KLEENEx® (Ultra Soft] Tissue gives you a tissue with [three] [super soft] [soft] layers. includ1r>g a ,iddle layer [formula] 
[scientifically] [clinically] [proven] [to] [that] [neutralize] [kill] [99.9% of] [viruses*] [cold & flu viruses*] [r:0ld & flu gerr:l:>*].] 

[chntcally] proven to [neutralize] [ktlls] [common] (vtruses*] [germs*] that cause colds & flu.] .__.--
[N~":"l [KLEENEx® [Ultra So~] Anti_-Viral* Tissues ~ave a unique (moisture activated] middle layer [f!lrmt•la] [scientificall@].,--. 

. . . ~-
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r-:ote tv reviewer: All text in brackets (lOOC) is optional and may or may not be included on a final label. 
All text in braces {lOOC} is administrative and will not appear on a final label. 
Final packaging may be translated into French and/or Spanish 

[New) [KLEENE~ (Ultra Soft] Anti-Viral* Tissues have three [soft] layers and a special moisture-activated formula (middle 
layer) that [is] (clinically) [scientifically] [proven to] helps stop the spread of [cold & flu viruses*) (viruses*] [cold & flu germs*).) 

[New] [KLEENEx® [Ultra Soft] Anti-Viral* Tissues help stop the spread of [cold & flu germs*] [cold & flu viruses*] [viruses*]. 
These new tissues have a unique [moisture activated] special middle layer [formula] that [is] [clinically] [scientifically] [proven 
to] [neutralizes] [kills] [99.9% of] [common) [viruses*] [germs*] that cause colds and flu.] 

[New) [KLEENEx® [Ultra Soft] Anti-Viral* Tissues have a moisture-activated middle layer [formula) that [stops) [neutralizes] 
[kills] most [common] [cold & flu viruses*] [viruses*] [cold & flu germs*].] 

[For noses [that just want] extra comfort, now [our] [the] [softest] tissues, Kleenex® [Ultra Soft] Brand Tissues, have Anti-Viral· 
protection.] [[Scientifically] [clinically] proven to [neutralize] [kill] [99.9% of] [cold & flu germs*] [cold & flu viruses*] [viruses*].] 

[Our] [the] [softest] [three-layered] Kleenex® [Ultra Soft] Brand Tissues now have Anti-Viral* protection! With a [special] 
[unique] [moisture activated] middle layer [formula] that is [scientifically] [clinically] proven to [neutralize] [kill] [99.9% of] [cord & 
flu germs*] [cold & flu viruses*] [viruses*].] 

(Now [our] [the] [softest] [three layered] Kleenex® [Ultra Soft] Brand Tissues gives you an Anti-Viral* middle layer [formula] 
[scientifically] [clinically] proven to [neutralize] [kill] [99.9% of] [viruses*] [cold & flu viruses*] [cold & flu germs*]. Help stop the 
cycle of [cold & flu viruses*] [viruses*] [cold & flu germs*] in your family. Try [new] KLEENEX® [Ultra Soft] ANTI-VIRAL* Tissues 
today.] 

[It seems that once one person in the family gets a cold it's only a matter of time before everyone else gets it] [Introducing new 
KLEENEx® Anti-Viral [revolutionary) tissues [with a treated middle layer] that kills 99.9% of cold and flu germs [in the tissue]. ] 

[E!)pecially designed for the whole family] [Great for use in hospitals, schools, churches, day care facilities, physicians' offices'.] 

[Look for the blue dot pattern.] 

[KLEENEx® Anti-Viral tissues with the-blue dots.] 

[Thank Goodness for Kleenex® tissue.] 

{Alternate Brand Names:} Kleenex® [Ultra Soft] Brand [with] [Advanced Care] [Anti-Germ*] [Anti-Viral*] [GermBiock*] Tissue 

{When final graphics are selected, the name of the graphic will appear above the UPC symbol. The name, while short. 
typically describes some element of the graphic so that consumers have a specific reference when contacting Kimberly-Clark 
via the Consumer Services Department.} 
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Note to reviewer: All text in brackets [xxx) is optional and may or may not be included on a final label. 
All text in braces {xxx} is administrative and will not appear on a final label. 
Final packaging may be translated into French and/or Spanish 

{BACK PANEL:} 

Directions for Use: It is a violation of Federal law to use this pr.oduct in a 
manner inconsistent with its labeling. Use to help prevent the spread of 
[viruses*] [cold & flu viruses*] [cold & flu germs*]. [Complete] [Total] 
[99.9°/o][neutralization] [ kill] [inactivation] of [target] viruses* within 15 
minutes [after contact]. 

*Virucidal Against: Rhinoviruses Type 1 A and 2 [Rhinoviruses are the leading 
cause of the common cold], Influenza A and Influenza 8 [cause of the flu}, 
Respiratory Syncytial Virus [RSV- the leading cause of lower respiratory 
infection in children]. 

Storage and Disposal: Store in a dry area. Dispose of used tissues in a 
normal fashion. Do not reuse empty container. · 

1-800-553-3639 weekdays 8 a.m. to 4 p.m. CT 
Kimberly-Clark Corporation, Dept. [XXX]-1 08 
PO Box 2020, Neenah, WI 54957-2020 

Printed in USA 
Made in USA {graphic} 

www.kleenex.com 

® Registered Trademark of Kimberly-Clark Corporation 
© 1986, 2002 KCC 
Made under the following US patents: ______ _ 

{Graphic} This box is made from 100% recycled paper 
{UPC Symbol} 

EPA Registration No. ____ _ 
EPA Est. No. _____ _ 
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Facial Tissue Product with Overwrap - Back Panel 

· .. ·. 

·:.:':_··· 
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Help Stop the Cycle of Cold & Flu 
Now KLEENEX® Brand gives you a so~, anti-viralt tissue with a special moisture-activated middle 
layer scientifically proven to kill99.9% of cold and flu virusest. Help stop the cycle of cold and 

flu viruses in your family. Try new KLEENEX® Anti-Viral™ Tissues today. 

Directions for Use: It is a violation of Federal law to use this product in a manner inconsistent with its labeling. Use only as a facial tissue to help prevent the spread of cold and 
flu virusest. 99.9% neutralization of cold and flu virusest in the tissue within 15 minutes. 
tVirucidal Against: Rhinoviruses Type lA and 2 (Rhinoviruses are the leading cause of the common cold); Influenza A and Influenza 8 (causes of the flu); Respiratory Syncytial 
Virus (RSV-tlie leading cause of lower respiratory infection in children). 
Storage and Disposal: Store in a dry area. Dispose of used tissues in a normal fashion. Do not reuse empty container. 

1-800-553-3639 weekdays 8 a.m. to 4 p.m. CT 
Distributed by Kimberly-Clark Global Sales. Inc .• 
Dept. XX-XX, PO Box 2020, Neenah, WI 54957·2020 
Printed In USA. 
Made In the USA from domestic and Imported material 

®Registered Trademark and 
,. Trademark of Kimberly-Clark Worldwide, Inc. 
C 1988.2003 KCWW 

Made under the following US patents: 
6,221.211; 5,227,242: 4,828,912; 4,738,847. 
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ACTIVE INGREDIENTS: 
Citric Acid .................... 7.S3% 
Sodium Laury! Sulfate ..... 2.02% 
INERT INGREDIENTS ..... 90.459<. 
Total ........................ 100.00% 
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LEWIS & 
HAR_RJSON 
Consultants In Government Affairs 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
tax 202.393.3906 

BY HAND DELIVERY AND FACISIMILE 

Mr. Adam Heyward, Product Manager (34) 
Regulatory Management Branch #2 
U.S. Environmental Protection Agency 

April 25, 2003 

Antimicrobial Division (751 OC), Office of Pesticide Programs 
1921 Jefferson Davis Highway, Crystal Mall #2, Room 308B 
Arlington, VA 22202 

Re: Kleenex ® Brand Anti-Viral Tissue #2 
EPA File Symbol No. 9402-RE 
April9, 2003 EPA Meeting with Kimberly-Clark Corporation 

Dear Adam: 

Thank you and your colleagues for taking the time to meet on April 9, 2003 with 
representatives of Kimberly-Clark Corporation regarding the above-referenced registration 
application. This letter summarizes the discussion at the meeting concerning EPA's 
November 25, 2002 comments on the application and Kimberly-Clark's February 26, 2003 
response, and encloses additional m~terials discussed at the meeting. 

Product Efficacy and Benefits 

The primary topic discussed was the efficacy and expected benefit of Kimberly­
Clark's product, which, as you know, is a three-ply facial tissue, the center ply of which is 
treated with a virucidal coating containing citric acid and sodium lauryl sulfate as active 
ingredients. The virucidal coating has been shown to be effective against flu and cold viruses 
using methodology previously approved by the Agency, and Kimberly-Clark believes that the 
tissue will help.prevent the spread of flu and cold viruses. EPA has raised three primary issues 
with respect to the product's effectiveness and benefits. 

1. 15-Minute Inactivation Time. Our understanding is that EPA agrees that a tissue 
that inactivates cold and flu viruses would benefit public health. However, EPA questions 
whether the benefit ofthe Kimberly-Clark tissue would be meaningful in light ofthe IS­
minute time period necessary to achieve the required 99.9% reduction of virus with complete 
inactivation of residual virus. EPA asserts that most tissues are discarded only a minute or two 
after lise and that the product should achieve 99.9% inactivation in that time period. While we 
agree that, in an ideal world, such an outcome would be preferable, we believe that the 
efficacy level established by the studies supporting Kimberly-Clark's application are of /~ 
significant potential·benefit for the following reasons. ~ 



Mr. Adam Heyward 
April-25, 2003 
Page 2 · 

• First, most of the viral reduction does, in fact, occur in the first couple of 
minutes. The full 15-minute period is necessary only to achieve the 
inactivation of residual viruses as required to satisfy the 99.9% reduction 
standard. As we discussed, trials conqucted by Kimberly-Clark prior to the 
GLP efficacy studies submitted with the application demonstrated significant 
inactivation during the first two minutes. Copies.ofthose studies are enclosed 
along with a summary of the data. Thus, we believe that cold and flu viruses 
are reduced to levels below infectious doses very quickly, providing 
significant benefits even if tissues are discarded after only a couple of minutes. 

• Second, we know of no data supporting EPA's assertion that most tissues are 
discarded a minute or two after use. While such a practice is certainly 
preferable, there are many situations in which a person using a tissue does not 
have ready access to a waste can and retains the tissue in a pocket or purse 
W1til it can be discarded; in addition, some users (children, for example) may 
not be as sensitive as we would like to the desirability of promptly discarding 
used tissues. hi fact, a Kimberly-Clark mall intercept study, submitted in 
support of its application, showed that approximately half of the people 
carrying tissues were carrying used tissues. Moreover, even discarded tissues 
may be handled when trash cans are emptied. Accordingly, even with a longer 
inactivation petjod, the tissue still offers a meaningful potential to rcXluce the 
spread of cold and flu viruses from the handling of used tissues. 

• Increasing the level of active ingredients in the product to shorten the 
inactivation time could make the tissue irritating to sensitive skin, reducing the 
product's tise and, thus, its benefits. 

• Kimberly-Clark's proposed label claims, as reflected on the enclosed 
prototype label, make it clear that the complete inactivation of residual virus is 
reached only after 15 minutes, and that the product simply helps prevent the 
spread of viruses, rather than curing them. We do not believe that consumers 
will be misled about the extent ·of the product's benefitS. 

• Unlike other products ~' hard surface disinfectants) with longer inactivation 
times, the user's behavior cannot render the tissue ineffective. A user can 
wipe off a surface disinfectant prematurely, eliminating the product's benefit. 
In the case of the tissue, however, the virucide is an integral part of the product" 
and will act on the viruses trapped in the tissue regardless of how the 
consumer handles the tissue after use. 

• Kimberly-Clark does not expect or claim that the tissue will completely 
eliminate the spread of colds or flu viruses. However, studies conducted with 
Kimberly-Clark's previously registered virucidal tissue, Kleenex Avert c& 
Virucidal Tissue (Reg. No. 9402-3), demonstrated that the treated tissue 
concept is a sound one and that the Avert tissue did reduce the transmission of f ~ 
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viruses. See the two enclosed articles from The Joumal of Infectious 
Diseases. As we have discussed, the current tissue has a lower concentration 
of active ingredient to provide a tissue that is not irritating to the skin. 
However, given the efficacy data on the current product, Kimberly-Clark is 
confident that it, like its predecessor, can provide a real benefit in reducing the 
spread of cold and flu viruses. 

• There is currently no comparable or alternative product available, so any 
reduction in the spread of viruses that the tissue achieves would represents a 
public health improvement over the status quo. The FDA estimates that flu is 
responsible for between 15 and 111 million lost workdays every year in 
addition to related medical costs.1 Just this year, the Centers for Disease 
Control released data increasing CDC's estimate of the number of annual 
deaths attributable to flu and RSV from 20,000 to 36,000? According to 

. ''Management of the Common Cold;" Adv. Intem Med 32:207-234, (1987), 
"Sniffles, common colds and other upper respiratory infections are the most 
frequent acute illnesses in the United States and throughout the industrialized 
world. In 1982, according to the National Health Interview Study, [which 
reported only colds that lead to medical attention or at least one day of 
restricted activity] 380 million episodes of acute illness and injury from all 
causes occurred among the civilian population of the United States; 71 million 
(19%) were common colds." Given the significant mortality, time and 
productivity losses, discomfort, and expense associated with widespread colds 
and flu, even a modest percentage reduction in new cases of colds or flu would 
be a meaningful benefit. In light of the absence of risk concerns regarding the 
tissue, which co.ntains only "minimum risk" active ingredients and which EPA 
has placed in Toxicity Category IV, the FIFRA risk-benefit standard for 
registration is easily satisfied. 

2. Disinfectant Standards. EPA has suggested that, regardless of effectiveness against 
targeted viruses, the Agency cannot accept a ''virucide" claim for the product unless it also 
satisfies the antibacterial criteria for qualifying as a disinfectant. We believe that such a 
requirement is wholly inappropriate for this product. 

• As reflected on the enclosed label, Kimberly-Clark makes no antibacterial 
claims for the product. Claims are limited to cold and flu viruses, and the 
tissue's efficacy against the targeted viruses has been demonstrated. No 

1 FDA, "How to Avoid the Flu," FDA Consumer Magazine (Nov. 1994) (reprint 
available at www.fda.gov/fdac/reprintslflu.html) 

2 www.cdc.gov/od/odmedia/pressrel/r030 I 07 .htm 
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purpose would be served by requiring Kimberly-Clark to prove efficacy 
against organisms not intended to be controlled by the product. 

• There is no legal requirement that antibacterial efficacy be shown to support a 
virucide registration. We recognize that EPA has proposed such a regulation, 
but that regulation has not been promulgated; even if it had been, EPA would 
still retain its authority to waive data requirements inappropriate for the 
product and label under consideration. 

• Under the regulations and guidelines that remain in effect today, Kimberly­
Clark's very similar predecessor product; Kleenex Avert Virucidal Tissue, was 
registered by EPA with exclusively virucidal claims and without being 
required to demonstrate disinfectant-level control ofbacteria. 

• The Antimicrobial Division has placed great emphasis in recent years on 
curbing antimicrobial claims that, even if technically accurate, are irrelevant or 
create a rnisimpression among consumers about the benefits or effects of a 
product. Here, the focus is on nasal secretions associated with colds and flu, 
where the organisms of public health relevance are viruses rather than bacteria. 
Antibacterial claims are irrelevant to this product, would serve only to confuse 
users and will not appear on the prod11ct label, and there is no need or 
requirement to verify the accuracy of nonexistent claims. 

3. Soil Loading. EPA has also questioned whether the organic soil loadings during 
efficacy testing of the tissue were su.fficient to evaluate effectiveness against the target viruses 
in the presence of mucous and other discharges. As discussed during our meeting, and in the 
references provided to Nancy Whyte at the meeting (which were also included with our 
February 26, 2003 response), there is available information on the level of soil loading that can 
reasonably be expected from use of this product. The soil loadings at which the tissue's 
efficacy were tested equal or exceed those expected levels. If higher organic soil loadings 
were to be used, the ability of the testing to evaluate the product's efficacy could be impaired 
as the protein soil could cause rapid growth and death of the host cells. Death of the host cells 
would impair the virologist's ability to determine the presence of active virus. Accordingly, 
Kimberly-Clark believes that the organic soil loadings used in its efficacy testing were 
appropriate for ensuring an accurate evaluation of the product's effectiveness and in line with, 

·or greater than, the soil loads that would be seen in actual product use based upon data derived 
from government health agencies. 

Product Chemistry 

As discussed, Kimberly-Clark believes that it has fully addressed the product 
chemistry issues idemified in EPA's November 25 letter and that the necessary information 
for clearance ofthe remaining inert ingredients has beeri provided to the Agency. We @ 
requested that you confirm that there are no outstanding product chemistry issues or questions. {JS 
Toxicology / 
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We also believe that there are no outstanding toxicology concems. We agree with the 
Category N classification ofthe product. Our February 26 submission did include the results 
of some hUillan studies such as are routinely conducted by Kimberly-Clark and other 
consUiller product companies to ensure the safety of their products. The studies showed some 
incidence of moderate and reversible dermal irritation in a scenario reflecting significant and 
prolonged product misuse, but confirmed that the tissue is not an _irritant under normal use or 
other misuse conditions. Although, out of an abundance of caution, the study was submitted 
under Section 6(a)(2), we do not believe that it affects the terms of the requested registration 
or the results of the previous EPA toxicology review. 

Timing 

In order to launch this product on a timely basis, it is important to Kimberly-Clark that 
any remaining issues be resolved promptly so that the EPA registration can be issued in time 
for Kimberly-Clark to obtain the necessary state registrations prior to marketing the product. 
We would therefore appreciate EPA's response on any outstanding issues at your earliest 
convenience. 

· Thank you for your time and attention. 

Sincerely, 

~It, 
Agent for Kimberly-Clark 

Enclosures 

cc: Connie Welch, Branch Chief 
Michael Caringello, Kimberly-Clark Corporation 
Cynthia Lewis, Beveridge & Diamond, P.C. 
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LEWIS & 
HARRISON 
Consultants In Government Affairs 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

t~lephone 202.393.3903 
fax 202.393.3906 

Adam Heyward Product Manager (34) 
Regulatory Management Branch IT 
Antimicrobial Division (751 OC) 
Office of Pesticide Programs 

April 25, 2003 
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· Environmental Protection Agency 

1921 Jefferson Davis Highway, CM#2 
Arlington, VA 22202 

..... 

re: 
. .. Product: Kleenex® Brand Anti-)Hral Tissue #2 

EPA File Symbol No. 9402-R}V 
. . . . 

Applicant: Kimberly-Clark Corporation 
Registration Application for New Product 
Data Transmittal Letter for Efficacy Studies being Submitted as a Follow-Up 
to April 9, 2003 Meeting 

Dear Adam: 

As a follow-up to the April 9, 2003 meeting between representatives from Kimberly-Clark and 
Agency staff, I am submitting, on behalf of Kimberly-Clark, three (3) copies of the following 
studies: 

• Volume 1 of3 

• 

Intenruption of Transmission ofRhinovirus Colds Among Human Volunteers Using 
Virucidal Paper Handkerchiefs 

MRID# 45919301 

Volume 2 of3 @ 
The Effect of Placebo and Virucidal Paper Handkerchiefs on Viral Contamination of }0 
the Hand and Transmission of Experimental Rhinovirus Infection 

MRID# 45919302 



-2-

• Volume 3 of3 
Summary ofTime-Kill Studies Conducted with Anti-Viral Tissue 

MRID# -+5919303 

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14. 

Sincerely, 

~t 
Agent for Kimberly-Clark 
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ACTIVE INGREDIENTS: 
Citric Acid ................... .7.53% 
Sodium Lauryl Sulfate ..... 2.02% 
INERT INGREDIENTS ..... 90.45% 
Total ........................ 100.00% 
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. Facial Tissue Product with Overwrap - Back Panel 

® 

Help Stop the Cycle of Cold & Flu 
A leading cause of the spread of cold and flu viruses is by hand contact. With regular tissues, cold .and flu viruses can be transferred 
from the tissue to your hands, sudaces, and other objects, and then be retransmitted to others. Now KLEENEX® Brand gives you a 

soft, anti-viralt tissue with a special moisture-activated middle layer scientifically proven to kill99.9% of cold and flu virusest in the 
tissue within 15 minutes. Help stop the cycle of cold and flu viruses in your family. Try new KLEENEX® Anti-Vrral™ Tissues today. 

Directions for Use: It is a violation of Federal law to use this product In a manner inconsistent with its labeling. Use only as a facial tissue to help prevent the spread of cold 
and flu virusest. 
tVIrucidal Against: Rhinoviruses Type lA and 2 (Rhinoviruses are the leading cause ol the common cold); Influenza A and Influenza 8 (causes of the flu); Respiratory • 
Syncytial Virus (RSV-the leading cause of lower respiratory infection in children). This product has not been tested against bacteria and fungi. . \ _ . , , .. 
Storage and Disposal: Store in a dry area. Dispose of used tissues promptly. Do not reuse empty container. ,...-\ 1[\J../~ \."'·-1 

. ,., .,.l• 
1-800-553-3639 weekdays a a.m. to 4 p.m. CT ®Registered Trademarl< and .. . , i~ k , ) 

,.. Trademarl< of Klmber1y-Ciarl< Worldwide, Inc. ;I •1 • · . r \''-~ .7'-' · • 
Distributed by Kimberly-Clark Global Sales, Inc., C 1986, 2003 KCWW j-• ·v ...... . ' 
Dept. XX-XX, PO Box 2020, Neenah, WI 54957-2020 Made under the following US patents: .., ,,. ~,1 ,-_. ,:.,!.'' · ·,. 
Printed In USA. 6,221,211; 5,227,242; 4,828,912; 4,738,847. ,'- <:':1--'·1"~ /..;• •.• t ..... •·•· .,_ • ./ 
Made In the USA from domeaUc and Imported material. ~· •·• I • 

kl »- 11. This box Is made from EPA Reg. No.: XXXX-XXX {.J);,. 1 
WWW. eeneX.COm ·~" 100% recycled paper. EPA Eat. No.: XXXXX·XX·XX -~ ,~ . · 
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ACTIVE INGREDIENTS: 
Citric Acid ................... .7.53% 
Sodium Laury! Sulfate ..... 2.02% 
INERT INGREDIENTS ..... :10.45% 
Total ........................ 11)0.00% 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

OFFICE OF PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

Antimicrobials Division 

July 25, 2003 

MEMORANDUM: 
Subject: Efficacy Review EPA Reg.No. 9402-RN K/ee_nex Brand Anti-Viral Tissue #2 

DP Barcode 289868 and DP Barcode 289966 
Case No.072433 -

From: Nancy Whyte, Microbiologist" 1\Y!JuJ 
Efficacy Evaluation Team 
Product Science Branch 
Antimicrobials Division (7510C) 

To: Adam Heyward/Drusilla Copeland 
Regulatory Management Branch II 
Antimicrobials Division (7510C) 

Thru: Emily Mitchell, M.S., Team Leader 
Efficacy Evaluation Team 
Product Science Branch 
Antimicrobials Division (751 OC) 

Thru: Michele E. Wingfield, Chief 
Product Science Branch 
Antimicrobials Division (7510C) 

Applicant: Kimberly-Clark Global Sales, Inc. 
P. 0. Box 2020 
Neenah, WI 54957-2020 

Formulation Label: 
Active lngredient(s) %/wt 
Citric Acid .......................................................... 7.51% 
Sodium Iaury! sulfate ......................................... 2.02% 
Other ingredients ............................................. 90.47% 
Total. ............................................................. 1 00.00% 

I. Background: 

The registrant has submitted an application for a new product registration for a 
3-ply tissue which makes claims that the tissue has antiviral properties against Rhinovirus 

Page 1 of 2 



Types 1A and 2 and Influenza A Virus and 8 Virus and Respiratory Syncytial Virus. The tissue 
makes no claims for antimicrobial action against bacteria or fungi. Two separate versions of 
the label were submitted-one with the package and a revised label with a disclaimer submitted 
after a meeting with representatives of the Agency. An additional updated label has been 
submitted since the revision was reviewed but was not available to this reviewer. This review 
encompasses two submissions, OP289868 and OP289966, which address issUes raised in 
a pre-registration meeting with the Agency and Kimberly-Clark representatives. 

The first package, 0289868, contains a cover letter anq a revised label. The second 
package, 0289966, contains three articles which support the registrant's rationale for label 
claims of the product's effective.ness against four viruses known to be implicated in upper 
respiratory infections. The studies submitted were not conducted using Good Laboratory 
Practices. The first, MRIO No. 459193-01, is a reprint of an article appearing in the Journal of 
Infectious Diseases, Vol. 153, No. 2, February 1986, which reports the results of a study, of the 
interruption of the transmission of rhinovirus colds among human volunteers using virucidal 
paper handkerchiefs. The second document, MRIO No.4591 93-02, is an article reprint from the 
same journal (Vol. 152, August 1985) which reports on the effect of placebo and virucidal paper 
handkerchiefs on viral contamination of the hand and transmission of experimental rhinoviral 
infection. The third document, MRIO No. 459193-03, is a private communication which reports 
the results of virucidal screening studies that were conducted using lotion coating and silicone 
coating in the outer plies of the tissue to demonstrate complete inactivation of the organisms 
tested. Five viruses were used in this study-Rhinovirus 1A, Rhinovirus 2, Influenza Virus A and 
Influenza Virus B, and Respiratory Syncytial Virus . Also included in this document is a table . 
which reports results of several studies conducted in June 2000, January and April 2001, and 
.January 2002. The table lists the results of complete inactivation of the residual viruses by the 
tissues at various exposure periods when tissues containing either lotion or silicone are used as 
coatings in the presence of various concentrations of sodium Iaury! sulfate and citric acid. This 
study was conducted by Kimberly-Clark and was reported in April 2003. 

II. Use Directions: 

There are no specific use directions printed on the box except that "this product is not 
to be used in a manner inconsistent with its labeling. Use only as a facial tissue to help prevent 
the spread of colds and flu viruses. " 

Iii. Labeling: 

1. 

IV. 

1. 

There are several statements on the overwrap label attached to the box. The largest 
font type is used to describe the product (Help Stop the Cycle of Cold & Flu) The 
next smaller font is used for an expanded claim for the value of the use of the product.. 
On the first revision of the label, the disClaimer requested by the Agency, This product 
has not been tested against bacteria and fungi, is listed below the product logo and is 
printed using much smaller font which is difficult to read. 

Recommendations and Comments: 

The disclaimer required by the Agency that the product has no effectiveness against 
bacteria, fungi, and other viruses must be elevated above the logo and printed in a font 
size that is equivalent to the other statements. The statement should be separated on 
both top and bottom by a space so that consumers will be likely to see and read it. 
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LEWIS & 
HARRJSON 
Consultants In Government Affairs 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Adam Heyward Product Manager (34) 
Regulatory Management Branch II 
Antimicrobial Division (751 OC) 
Office of Pesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, CM#2 
Arlington, VA 22202 

re: Product: Kleenex® Brand Anti-Viral Tissue #2 
EPA File Symbol No. 9402-RE 
Applicant: Kimberly-Clark Corporation 

Dear Adam: 

July 30, 2003 

As per our discussion, please find enclosed five (5) copies of a revised product label for Kleenex® 
Brand Anti-Viral Tissue #2. The label incorporates the changes that you and Connie Welch asked 
Kimberly-Clark to make. 

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14. 

Sincerely, 

~on 
Agent for Kimberly-Clark 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

June 30, 2003 

Mr.·.Eliot !.·Harrison 
Lewis & Hal-rison Consultant for 
Kimberly-Clark Corporation 
122 C Street, N.W., Suite 740 
Wa5hington. D.C. 20001 

Dear Mr. Harrison: 

Subject: Kleenex® Brand Anti-Viral Tissue #2 
EPA File Symbol Number 9402-RN 
Letter Dated February 26, 2003 

The labeling referred to above, submitted in connection with registration under the 
Federal Insecticide, Fungicide and Rodenticide Act, as amended, is unacceptable-for the 
following reasons: · 

Proposed Requ~t: 

• Application for new product registration 

Data deficiencies: 

. . 

PRODUCT CHEMISTRY Review: 

1. 

·. 

-:. ~~: .. . t! .. · . 

·-· .-! 

.... ' .. 
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2. The inert 
. are not on the agency data base of approved inert ingredients for use in pesticide 

Therefore, you must submit or request your suppliers to submit a full disclosure of the "!.-

3. 

chemical composition and character of the inert ingredients. The disclosure must include 
the name and CAS number of all components, the percent of composition of each 
component, and a Material Safety Data Sheet for the composition. 

You submitted a "pre-reaction Confidential Statement ofFormula (CSF). The proposed 
formulation is not an integrated system. Therefore, you must delete it from its 
supporting documentation of the "pre-reaction CSF." The disclosure of the materials 
used in the formation ofthe product must be accomplished· in the response to the 
requirements of OPPTS 830.1600 .. 

Other Comments: 

The additional efficacy data/information submitted under a cover letter dated 
April 25, 2003 is currently in review. Once completed, w1'wil~informed you of the results. 

Please respond within 75 days from the date of this letter stating your intentions to 
comply with the information/data requests cited above. If no resubrni~sion is receiv~d during the 
75-day period, the application will be administratively withdrawn. 

If you have any questions concerning this letter, please contact Adam Heyward at (703) 
308-6422 or Drusilla Copeland at (703) 308-6224. 

Adam Heyward 
ProductManager(34) 
Regulatory Management Branch TI 
Antimicrobials Division (7 51 OC) 

-·· 
~· 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

OFFICE OF 

PREVENTION. PESTICIDES 
AND TOXIC SUBSTANCES 

Antimicrobials Division 

May 9, 2003 

SUBJECT: PRODUCT CHEMISTRY REVIEW OF: Kleenex Brand Anti-Viral Tissue #2 

FROM: 

THRU: 

THRU: 

i· 

DP Barcode: D288846 
Manufacturing-use [ ] OR 

Reg. No. Or File Symbol: 9402-RN 
End-use Product [X] 

Adam Heyward PM 34 I Drusilla Copeland, Team Reviewer 
Regulatory Management Branch II 
Antimicrobials Division (751 OC) 

Robert A. Turpin, Chemistf. ,-:. 
Product Science Branch, CT Team 
Antimicrobials Division (751 OC) 

Karen P. Hicks, CT Team Leader 
Product Science Branch 
Antimicrobials Division (751 OC) 

Michele E. Wingfield, Chief 
Product Science Branch 

Antimicrobials Division (7 51 OC) 

Product Formulation 
Active lngredient(s) %by wt. 
Citric acid ... .. ... .. .. .. ... .. .. .. .......... .. ... ........ ...... .. .. .... 7.51 
Sodium lauryl sulfate ............................... :.......... 2.02 

'BACKGROUND: The applicant has submitted, in response to the Agency's request, additional 
information regarding the formulation process ~or the subject product and Confidential Statements of 
Formula representing the pre- and post-reactions. The Product Science Branch has performed the 
secondary review. 
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FINDINGS: 

i. The description of the u_twc:tuol.!!.Q~uction ~~~~~~~ 
reference to the addition of the the 
formula nor is there a description _ application t<;> 
from raw material to flnishe4 product.is,-therefore,·mconiplete. 

. . . . . . ~ . :.· •. .-. . ·• ·. . . . . . , 

~· .. ·· 
. -~· ·. 

. . . . . . . -- . . -2. The inert ingredients, are not on the 
Agency's data base ofapproved inert ingredients for use in pesticide products. 

. . 
3. The applicant has submitted to the Agency a "pre-reaction CSF.'' The formulation of the subject 
product is not an integrated system. 

1-1 .......... has included in the Confidential Statement of Formula of the subject product the 
an inert 

RECO:MMENDATIONS: 

1. The applicant must submit to the Agency a detailed description of the formulation/pro~ 
-including all ingredients in-the discussion, the loading ofthe formulated-product onto th~ 
-~d quality assurance procedures, wher~ applicable. The discussion may be· accompanied 
by a flow diagram to enh~ce clarjty, · 

2. The applicant must sub~t or cause to be submitted a full disclosure of the chemical composition and 
r~cter of ~e ~ert ingredients noted "above. The di~cl_omire must include the name _and CAS.pumber 

·compo~ei!is; ~e "perce~t . . orea.c~ oomponent, and a ~aterial,S¢"ecy·Q~ta. Sheet for 
'. - , .. _ . ~the . . . .deiiv~fed, e~g.~: F~~ or UPS,-to' the Ptof:luct lA:anager. 

-• · ·.~~. i; :~:.:: .· • J .... • ., ••• ::,·· I, .• " ' 

• ·... ·!. ·-_:.~-.:~ •. ~~:<~-:. 

l~1~fi~~tf/;~~~~i@~;~r-~ -~-~?~.;,1_ ..... __ "p~~-r~c~on -~S.F.}'~)r~-~,~~~~lqsure 
tl De a~mplished in ·the:respq~e. ~o·fue-

~(;:~~~lil!fmi:'t1ts;·ofQEI!tsf.g"3'oSi~~.oo· - '"- - · _. ·------~~- · , --
~- \'" I ' • t • • 

.... 
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USEP/\/OPP Chemical Database http://www.cdpr.ca.gov/cgi-bin/cpa/chcmdctiris.pl?pccodc=C 

I of I 

USEP A/OPP PC Code: 021801 

o CAS REG. NO. 77-92-9 
Synonym(s): 

o HYDROXY -1 ,2,3-PROPANETRICARBOXYLIC ACID 
o HYDROXYTRICARBALL YLIC ACID 

Scientific Name(s): 
o CITRIC ACID 

CAS Numbers 
o CAS REG. NO. 77-92-9 
0 0000077929 

List all products for this chemical or, just the active products. 
List Unique Registrants (Active/Inactive) 

4/3/2003 4:02 



USEPI\/OI'P Chemical Database http://www.cdpr.ca.gov/cgi-hin/epalchemdctiris.pl'!pccodc=079C 

I of I 

USEPA/OPP PC Code: 079011 

o CAS REG. NO. 151-21-3 
Synonym(s): 

o DODECYL SULFATE, SODIUM SALT 
Scientific Name(s): 

o SODIUM LAURYL SULFATE 
CAS Numbers 

o CAS REG. NO. 151-21-3 
0 0000 151213 

List all products for this chemical or, just the active products. 
List Unique Registrants (Active/Inactive) 

413n003 4:01 PM 



STUDY TYPES: 

Primary Reviewer: 
Eric B. Lewis, M.S. 

Secondary Reviewers: 

DATA EVALUATION RECORD 

CITRIC ACID 
SODIUM LAURYL SULFATE 

(KLEENEX BRAND ANTI-VIRAL TISSUE #2) 

Product Identity and Composition (OPPTS 830.1550) 
Description of Formulation Process (OPPTS 830.1650) 
Certified Limits (OPPTS 830.1750) 

MRID 45869502 

Prepared for 
Antimicrobials Division 

Office of Pesticide Programs 
U.S. Environmental Protection Agency 

1921 Jefferson Davis Highway 
Arlington, VA 22202 

Prepared by 
Toxicology and Hazard Assessment Group 

Life Sciences Division 
Oak Ridge National Laboratory 

Oak Ridge, TN 37830 
Action No. K464 

Signature: 
Date: 

Sylvia Milanez, Ph.D., D.A.B.T. Signature: 
Date: 

Robert H. Ross, M.S., Group Leader Signature: 
Date: 

Quality Assurance: 
Lee Ann Wilson, M.A. Signature: 

Date: 

Disclaimer 
This review may have been altered subsequent to the contractor's signatures above. 

Oak Ridge National Laboratory managed and operated by UT-Battelle, LLC., for the U.S. Department of Energy under Contract No. 
DE-AC05-000R22725. 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

OFFICE OF PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

Antimicrobials Division 

DATE: (April 15, -2003) 
SUBJECT: PRODUCT CHEMISTRY REVIEW OF: Kleenex Brand Anti-Viral Tissue #2 
DP Barcode: D288846 
Reg. No. Or File Symbol: 9402-RN 
TGAI/Manufacturing-use Product [ OR End-use Product [ x ] 

TO: (Team leader/Regulator) 
PM Team ( #) 

FROM: (Reviewer), Chemist, Product Science Branch, CT Team, Antimicrobials Division (751 OC) 

THRU: KarenP. Hicks, CT Team Leader, Product Science Branch, Antimicrobials Division (751 OC) 

THRU: Michele E. Wingfield, Chief, Product Science Branch, Antimicrobials Division (751 OC) 

Product Formulation 
Active Ingredient(~) 

Citric acid 
Sodium lauryl sulfate 

%by wt. 

7.51% 
2.02% 

I. BACKGROUND:At the Agency's request, the registrant has submitted additional information 
concerning the formulation process for Kleenex Brand Anti-Viral Tissue #2, along with a "pre­
reaction" CSF for the virucidal coating by itself and a "post-reaction" CSF for the finished tissue 
product. 

II. FINDINGS: 

mcomtpH:te. It is not stated how or when the inerts 

lS ... ...,,J .... ~ 
on quality control measures is on:se111ted. 

are added to the formulation; how 
are packaged. No information 

2. The registrant submitted "pre-reaction" and "post-reaction" CSFs, but neither adequately reflects 
the composition of the product to be registered. All the inerts used to formulate the product are 
not listed on the "pre-reaction" CSF, and the weight of the facial tissue material is included in the 
composition of the product on the "post-reaction" CSF. 
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3. the chemical identity of the inerts-
not provided on the CSF. The registrant 

·this is proprietary information that has been provided to the Agency separately. PC 
codes were not found for these two inerts. 

III. RECOMMENDATIONS: 

1. 

contra measures are used. 

process, detailing how and 
added to the formulation and 

2. The "pre-reaction" CSF is not needed. The "post-reaction" CSF should include all the active and 
ients used to formulate the product, and the sum of these ingredients should be 1 00%. 

~.-.v .... u not be considered as part of the product, but should be presented· in 
a footnote at of the CSF. If the registrant wishes to use the submitted product label 
stating that citric acid is 7.51% and sodium sulfate· 2.02% of the product, then the CSF 
should list the nominal concentrations as column 1 0 should 
give the source concentration of sodium lauryl sulfate as 
concentrations of the inert ingredients would be when the Is excluded from 
the calculation. The registrant should provide these concentrations on the CSF, and the certified 
limits for the inerts should be adjusted accordingly once the nominal concentrations of the actives 
are clarified. 

· 3. The word "proprietary" should be added following the inert components that do not have CAS 
numbers on the CSF. 

IV. PRODUCT CHEMISTRY REVIEW 

1. CONFIDENTIAL STATEMENT OF FORMULA (CSF) 

1 a. Type of manufacturing process and source active ingredient registration 

• Non-integrated formulation system (i.e., all TGAI in product are registered) (x]* 
* Ass~g acceptable certificates of analysis have been submi.tted 

• Integrated production system [ ] 
• . if "ME-TOO," sp.ecify EPA Reg. # of existing product: __ _ 
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TABLE I. Product Identity, Composition, and Certified Limits 

Product name: Kleenex B.rand Anti-Viral Tissue #2' EPA Reg.#: 9402-RN 

Ingredient name 
(%purity) 

CAS Reg. PC Code EPA Reg. Ingredient concentration in Purpose in 
# # product, % w/w formulation 

~-----r------~~----~ 
Nominal 

Active 

Active 

"lbe remaini fJI•MJI 
<Calculated by reviewer, based on 
ctnte total concentration o~sed in the formulation of the product is unclear, and needs to be clarified by the registrant. 
<"file concentration on the submitted "post-reaction" CSF is calculated based on the included in the weight of the 
final product. The registrant should re-calculate the concentration without the weight adjust the certified 
limits accordingly. 

1 b. Clearance of inerts for non-food or food use: 
Cleared for food use under 40 CFR § 180.1001: Yes [ ] No [ ] NA [x] 

1c. The chemical identity, COniPOSitlon (including that for the TGAI), density, pH, and 
flammability on the CSF are consistent with guidelines in OPPTS Series 830, Part A and 
OPPTS 830.7300, 830.7000; and 830.6315 respectively: Yes [ ] No [x] 

. . 

1 d. Nominal Concentrations and Certified Limits for active ingredients are: 
Acceptable [] Not acceptable [x] 

1 e. Nominal Concentrations and Certified Limits for inert ingredients are: 
Acceptable [ ] Not acceptable [ x] · Not applicable [ ] 

1f. For products produced by an integrated formulation system: 
• All impurities of toxicological significance have an Upper Certified Limit? 

Yes [] No [ ] -Not applicable [x] 
• All impurities of ;::: 0.1% in the product have been identified? 

Yes [] No [ _] Not applicable [x] 

2. PRODUCT LABEL: 

2a. The active ingredients statement (chemical IDs and Nominal Concentrations) on the label is 
consistent with the CSF? Yes [x] No [] 

2b. The product contains one of the following: 
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• 10%ormoreofapetroleumdistillate: Yes[] No[x] 
• 1.0% or more of methyl alcohol: Yes [ ] No [x] 
• Sodium nitrite at any level: Yes [ ] No [x] 
• a toxic List 1 inert at any level: Yes [ ] No [x] 
• arsenic in any form: Yes [ ] No [x] 

2c. If Yes to any of the above, does the inert ingredients statement contain a footnote indic~ting 
this? Yes [ ] No [ ] Not applicable [x] 

2d. The appropriate warning stqtement regarding flammability or explosive characteristics of the 
product are listed on the label? Yes [ ]No [ ] Not applicable [x] 

2e. The storage and disposal instructions for the pesticide and container are in compliance with 
PR Notice 84-1 for household use products or PR Notice 83-3 for all o~her uses? 
Yes [x] No [ ] 

2f. Does the product require an expiration date at which time the Nominal Concentration falls 
below the Lower Certified Limit (based on the one year storage stability data or other 
information)? 

Yes [ ] No [ ]* 
*Not addressed in this submission 
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3. OPPTS SERIES §830 GUIDELINES 

TABLE 2. Product Chemistry Series 830, Part A 

OPPTS Guideline Acceptance of MRJD No. 
Information* 

830.1550 Chemical ID1 u CSF 

830.1600 Description ofMaterials Not addressed 

830.1620 Production Process2 NA 

830.1650 Formulation Process3 u 45869502 

830.1670 Discussion oflmpurities4 Not addressed -

830.1700 Preliminary Analysis5 Not addressed 

830.1750 Certified Limits6 u CSF 

830.1800 Analytical Method for Als Not addressed 

*Explanation: A=acceptable; N=not acceptable; NA=technically not applicable; 1\TR= not required, 
G=data gap; U=requires upgrading; W=waived; E=EP A estimate. 

1See Table 1 of Product Chemistry Review for additional information. 

2For MP or EP products manufactured by an integrated production system. 

3For products manufactured by a non-integrated system (i.e., using a registered TGAI or MP). 

4May be· waived unless actuaVpossible impurities are of toxicological concern. 

5Five batch analysis required for products produced by an integrated production system 

6If different from standard Certified Limits recommended in 40 CFR 158.175, discussed under "Findings" of the 
Product Chemistry Review. 
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TABLE 3. Product Chemistry Series 830, Part B 

Physical/Chemical Properties Acceptance Value or qualitative MRID No. 
of data* description** 

830.6302 Color Not addressed 

830.6303 Physical State Not addressed 

830.6304 Odor Not addressed 

830.6314 Oxidation/Reduction Not addressed 

830.6315 Flammability/Flash Pt Not addressed 

830.6316 Explodability Not addressed 

830.6317 Storage Stability Not addressed 

830.6320 Corrosion Characteristics Not addressed 

830.7000 pH Not addressed 

830.7100 Viscosity Not addressed 

830.7300 Density/sp. gravity A 26.77 lb/2880 ff for CSF 
the finished product 

*Explanation: A=acceptable; N=not acceptable; NA=technically not applicable; NR= Not required 
G=data gap; U=requires upgrading; W=waived; E=EPA estimate. 

**Unless otherwise indicated, the property should be at 25°C. 
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STUDY TYPES: 

Primary Reviewer: 
Eric B. Lewis, M.S. 

Secondary Reviewers: 

DATA EVALUATION RECORD 

CITRIC ACID 
SODIUM LAURYL SULFATE 

(KLEENEX BRAND ANTI-VIRAL TISSUE #2) 

Product Identity and Composition (OPPTS 830.1550) 
Description of Formulation Process (OPPTS 830.1650) 
Certified Limits (OPPTS 830.1750) 

MRID 45869502 

Prepared for 
Antimicrobials Division 

Office of Pesticide Programs 
U.S. Environmental Protection Agency 

1921 Jefferson Davis Highway 
· Arlington, VA 22202 

Prepared by 
Toxicology and Hazard Assessment Group 

Life Sciences Division 
Oak Ridge National Laboratory 

Oak Ridge, TN 37830 
Action No. K464 

Signature: 
Date: 

Sylvia Milanez, Ph.D., D.A.B.T. Signature: 
Date: 

Robert H. Ross, M.S., Group Leader Signature: 
Date: 

Quality Assurance: 
Lee Ann Wilson, M.A. Signature: 

Date: 

Disclaimer 
This review may have been altered subsequent to the contractor's signatures above. 

Oak Ridge National Laboratory managed and operated by UT-Battelle, LLC., for the U.S. Department of Energy under Contract No. 
DE-AC05-000R22725. 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

OFFICE OF PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

Antimicrobials Division 

DATE: (April 15, 2003) 
SUBJECT: PRODUCT CHEMISTRY REVIEW OF: Kleenex Brand Anti-Vi~al Tissue #2 
DP Barcode: D288846 
Reg. No. Or File Symbol: 9402-RN 
TGAI/Manufacturing-use Product [ ] OR End-use Product [ x ] 

TO: (Team leader/Regulator) 
PM Team ( #) 

FROM: (Reviewer), Chemist, Product Science Branch, CT Team, Antimicrobials Division (751 OC) 

THRU: Karen P. Hic~s, CT Team Leader, Product Science Branch, Antimicrobials Division (751 OC) 

THRU: Michele E. Wingfiel~, Chief, Product Science Branch, Antimicrobials Division (7510C) 

Product Formulation 
Active Ingredient(s) 

Citric acid 
Sodium lauryl sulfate 

%by wt. 

7.51% 
2.02% 

I. BACKGROUND:At the Agency's request, the registrant has submitted additi_onal information 
concerning the formulation process for Kleenex Brand Anti-Viral Tissue #2, along with a "pre­
reaction" CSF for the virucidal coating by itself and a "post-reaction" CSF for the finished tissue 
product. 

II. FINDINGS: 

1. 

the liquid material is 
on quality control measures is presented. 

mc:on:tplc::te. It is not stated how or when the inerts 
added to the formulation, how 

are packaged. No information 

2. The registrant submitted "pre-reaction" and "post-reaction" CSFs, but neither adequately reflects 
the composition of the product to be registered. All the iqerts used to fomi.ulate the product are 
not listed on the "pre-reaction" CSF, and the weight of the ;facial tissue. material is included in the 
composition of the product on the "post-reaction" CSF. . /~ 

. liY 
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3. CAS numbers and other infom1ation concerning the chemical.identity of the inerts -­-- ~-

ere not provided on the CSF. The registrant 
states that this is proprietary information that has been provided to the Agency separately. PC 
.-
codes were not found for these two inerts. 

III. RECOMMENDATIONS: 

1. The registrant should submit additional· the formulation process, detailing how and 
when added to the formulation and 
what quality control measures are used. 

2. The "pre-reaction" CSF is not needed. The "post-reaction" CSF should include all the active and 
inert ingredients used to formulate the product, and the sum ofthese ingredients should be 100%. 
The---should not be ~onsidered as part of the product, but should be presented in 
a footnote at tHe bottom of the CSF. If the registrant wishes to use the submitted product label 
stating that citric acid is 7.51% and sodium 2.02% of the product, then the CSF 
should list the.nominal concentrations as and column 10 should 
give the source concentration of sodium lauryl sulfate as ... · unclear what the 
concentrations of the inert ingredients would be when the weight of the is excluded from 
the calculation. The registrant should provide these concentrations on the CSF, and the certified 
limits for the inerts should be adjusted accordingly once the nominal concentrations of the actives 
are clarified. · 

· 3. The word "proprietary" should be added following the inert components that do not have CAS 
numbers on the CSF. 

IV. PRODUCT CHEMISTRY REVIE\V 

1. CONFIDENTIAL STATEMENT OF FORMULA CCSF) 

la. Type of manufacturing process and source active ingredient registration 

.. ·· .. · 
• Non-integrated formulation system (i.e., all TGAI in product are registered) [x]* 

*Assuming acceptable certificates of analysis have been· submitted 
• Integrated production system [ ] 
• if"ME-TOO," specify EPA Reg.# of existing product: 
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TABLE I. Product Identity, Composition, and Certified Limits 

Prodiict name: Kleenex Brand Anti-Viral Tissue #2' EPA Reg.#: 9402-RN 

Ingredient name 
(%purity) 

CAS Reg. PC Code EPA Reg. Ingredient concentration in Purpose in 
# # product, % w/w formulation 

r-----.-------~----~ 

Active 

Active 

<Calculated by the reviewer, on purity 
<1-Jbe total concentration o~used in the of the product is unclear, and needs to be clarified by the registrant. 
<"'Jbe concentration on the submitted "post-reaction" CSF is calculated based on included in the weight of the 
final product. The registrant should re-calculate the concentration without the we1ghf of the adjust the certified 
limits accordingly. 

1 b. Clearance of inerts for non-food or food use: 
Clearedforfooduseunder40CFR§180.1001: Yes[] No[] NA[x] 

lc. The chemical identity, composition (including that for the TGAl), density, pH, and 
flaminability on the CSF are consistent with guidelines in .OPPTS Series 830, Part A and 
OPPTS 830.7300, 830. 7000; and 830.6315 respectively: Yes [ ] No [ x] 

1 d. Nominal Concentrations and Certified Limits for active ingredients are: 
Acceptable [] Not acceptable [x] 

1 e. Nominal Concentrations and Certified qmits for inert ingredients are: 
Acceptable [] Not acceptable [x] · Not applicable [] 

If. For products propuced by an integrated formulation system: 
• All impurities oftoxicological significance hav~ an Upper Certified Limit? 

Yes [] No [ ] Not applicable [x] · 
• All impurities of ::=:: 0.1% in the product have been identified? 

Yes [] · No [ ] Not applicable [x] 

2. PRODUCT LABEL: 

2a. The active ingredients statement (chemical IDs and Nominal Concentrations) on the label is 

consistent with the CSF? Yes [x] No [] /(--::t\_l1 r_· 

2b. The product contains one of the following: ~ 

Page 4 of 7 



• 10% or more of a petroleum distillate: Yes [ ] No [x] 
• 1.0% or more of methyl alcohol: Yes [ ] No [x] 
• Sodium nitiite at"any level: Yes [ ] No [x] 
• a toxic List l inert at any level:- Yes [ ] No [ x] 
• arsenic in any form: Yes [ ] No [x] 

2c. If Yes to any of the above, does the inert ingredients statement contain a footnote indicating 
this? Yes [ ] No [ ] Not applicable [ x] 

2d. The appropriate warning statement regarding flammability or explosive characteristics of the 
product are listed on the label? Yes [ ]No [ ] Not applicable [ x] 

2e. The storage and disposal instructions for the pesticide and container are in compliance w_ith 
PR Notice 84-1 for household use products or PR Notice 83-3 for all other uses? · 
Yes [x] No [ ] 

2f. Does the product require an expiration date at which time the Nominal Concentration falls 
below the Lower Certified Limit (based on the one year storage stability data or other 
information)? 

Yes[] No[]* 
*Not addressed in this submission 

Page 5 of 7 



3. OPPTS SERIES §830 GUIDELINES 

TABLE 2. Product Chemistry Series 830, Part A 

OPPTS Guideline Acceptance of MRID No. 
Information* 

830".1550 Chemical ID1 u ·csF 

830.1600 Description of Materials Not addressed 

830.1620 Production Process2 NA 

830.1650 Formulation Process3 u 45869502 

830.1670 Discussion of Impurities4 Not addressed 

830.1700 Preliminary Analysis5 Not addressed 

830.1750 Certified Limits6 u CSF 

830.1800 Analytical Method for Als Not addressed 

*Explanation: A=acceptable; N=not acceptable; NA=technically not applicable; NR= not required, 
G=data gap; U=requires upgrading; W=waived; E=EPA estimate. 

1See Table 1 of Product Chemistry Review for additional information. 

2For MP or EP products manufactured by an integrated production system. 

3For products manufactured by a non-integrated system (i.e., using a registered TGAI or MP). 

4May be waived unless actuaVpossible impurities are of toxicological concern. 

5Five batch analysis required for products produced by an integrated production system. 

6If ~ifferent from standard Certified Limits recommended in 40 CFR 158.175, discussed under "Findings" of the 
Product Chemistry Review. 

Page 6 of 7 



TABLE 3. Product Chemistry Series 830, Part B 

Physical/Chemical Properties Acceptance Value or qualitative MRID No. 
of data* description** 

830.6302 Color Not addressed 

830.6303. Physical State Not addressed 

830.6304 Odor Not addressed 

830.6314 Oxidation/Reduction Not addressed 

830.6315 Flammability/Flash Pt Not addressed 

830.6316 Explodability Not addressed 

830.6317 Storage Stability Not addressed 

830.6320 Corrosion Characteristics Not addressed 

830.7000 pH Not addressed 

830.7100 Viscosity Not addressed 

830.7300 Density/sp. gravity A 26.77 lb/2880 ft2 for CSF 
the finished product 

*Explanation: A=acceptable; N=not acceptable; NA=technically not applicable; l\TR= Not required 
G=data gap; U=requires upgrading; W=waived; E=EPA estimate. 

**Unless otherwise indicated, the property should be at 25°C. 
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LEWIS & 
HAR_RJSON 
Consultants In Government Affairs 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Adam Heyward Product Manager (34) 
Regulatory Management Branch II 
Antimicrobial Division (751 OC) 
Office of Pesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, CM#2 
Arlington, VA 22202 

re: Product: Kleenex® Brand Anti-Viral Tissue #2 
EPA File Symbol No. 9402-~ 
Applicant: Kimberly-Clark Corporation 
Registration Application for New Product 
Your Letter of November 25,2002 

Dear Adam: 

February 26, 2003 

On behalf of Kimberly-Clark Corporation, I responding to your letter of November 25, 2002 
regarding Kleenex® Brand Anti-Viral Tissue #2. Responses, including supporting data, to the 
efficacy and product chemistry deficiencies that were noted in your letter are attached. In addition, 
human clinical data, that is being submitted pursuant to FIFRA 6(a)(2), is attached. 

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14. 

s;K;~eJy~ 

E:Uarrison 
Agent for Kimberly-Clark 

:. :.. -. ;. :. : 
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CHEMISTRY ISSUES: 
RESPONSES BY KIMBERLY-CLARK TO AGENCY LETTER 

DATED NOVEMBER 25, 2002 

Product: KLEENE)(® BRAND ANTI-VIRAL TISSUE #2 
File Symbol No. 9402-RN 

Agency Comments 1-7 on page 4 of 11/08/02 Product Chemistry Review 
The Confidential Statement of Formula(s) (CSFs) dated 10/14/02 are not acceptable. The 
CSF consisted of a pre and · F. The istrant 
reaction CSF is based 
-hen ih the pre-reaction CSF they produce a total weight of 
The registrant must type "List 4" under the column for the AI citric acid. The registrant 
should type "post-reaction" in addition to the product name in box 3 in the post-reaction 
CSF. The registrant needs to provide the CAS Numbers 
-n the CSF. The registrant should repo 
·post-reaction CSF. 

Kimberly-Claik Response 
Revised pre (virucidal coating) and post-reaction (finished product) CSFs are attached. 
In the post-reaction CSF, "box 13" now specifies the amount of ingredient added per area 
(lb/ff). In addition, List 4 has been placed under "column 1 0" for both active ingredients­
citric acid and SLS. The terms pre and post reaction have been added in "box 3" under 
the product numbers not been added to the CSF for the inert 
ingredients, since only the regulatory staff at · 
Kimberly-Cia pplier to have access the actual 
components below, the CAS numbers for each 
component of. been submitted to the 
Agency. The CSF, is 190%. 

- CAS Numbers for all components 
- Chemical names of all components. 
-Percentage amount of each of the components in the inert formulation. The total 

must equal 100% although ranges are acceptable. 
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Kimberly-Clark Response 
As discussed at the meeting on 1/22/03 the requested information on the inert ingredients 
was previously submitted to the Agency. In addition, copies of the previously submitted 
informtion was provided directly to Juan Negron during the meeting. 

Agency Comment#3 on Formulation Process. pg 7 of 11/08/02 Product Chemistry 
Review 
The formulation process requires upgrading 

Kimberly-Clark Response 
As agreed to at the 1/22/03 meeting, Kimberly-Clark is submitting a description of the 
formulation process for the virucidal coating material. A document presenting this material 
is attached. 



458695-00 

LEWIS & 
HARRISON 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Consultants In Government Affairs 

Adam Heyward Product Manager (34) 
Regulatory Management Branch II 
Antimicrobial Di:vision (751 OC) 
C?ffice of Pesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, CM#2 
Arlington, VA 22202 

re: Product: Kleenex® Brand A_!J_!!fViral Tissue #2 
EPA File Symbol No. 9402-KN 
Applicant: Kimberly-Clark Corporation 

. Registration Application for New Product 

February 26, 2003 

Data Transmittal Letter for Studies being Submitted in Response to 
Your Correspondence of November 25, 2002 _ ....... 

Dear Adam: 

On behalf of Kimberly-Clark Corporation, I am submitting three copies of the following studies 
in response to your correspondence ofNovember 25, 2002: 

Efficacy 

• Volume 1 of 1 
Discussion of Soil Load Used in Virucidal Studies Conducted with Kleenex® Brand 
Anti-Viral Tissue #2 

MRID# 4586950 1 

Product Chemistry 

• Kleenex® Brand Anti-Viral Tissue #2: Formulation Process for Virucidal Coating 
Solution 

MRID# 45"869502. 



-2-

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 
14. 

~:~t 
~arrison 
Agent for Kimberly-Clark 



EFFICACY ISSUES: 
RESPONSES BY KIMBERLY-CLARK TO AGENCY LETTER 

DATED NOVEMBER, 25 2002 

Product: 
File Symbol No. 

Kleenex® Brand Anti-Viral Tissue #2. 
9402-RN 

Agency Comment #1 _ 
EPA's standards for environmental surfaces are hard, inanimate surfaces, either porous 
or non-porous. Based on study methodology, the tissue itself (as opposed to a human 
face or nose) is the surface of interest. A facial tissue is porous and is also soft. 

Kimberly-Clark Response 
Regarding the above comment, it is important to note that a meeting was held on February 
6, 2001 between Antimicrobial Division (AD) staff and Kimberly-Clark representatives to 
discuss the registration application for Kleenex® Brand Anti-Viral Tissue #2. The efficacy 
protocol was discussed in detail at the meeting and AD staff did not express any significant 
concerns about the protocol. In fact, AD staff stated that the protocol was fundament.ally 
sound (see attached "Summary of Meeting" and AD follow-up letter). It should also be 
noted that the protocol used to evaluate the efficacy of Kleenex® Brand Anti-Viral Tissue 
#2 is practically identical to the protocol that was used to support the registration of 
Kimberly-Clark's previously registered antiviral tissue product, Avert, EPA Reg. No. 9402-3. 

Agency Comment #2 
The study against Rhinovirus 2 did not meet the DIS!TSS-7 requirement that the 
recoverable virus titer must be at least 104

. 

Kimberly-Clark Response 
The initial virus titer used in the Rhinovirus 2 study was 105

. However, when the virus was 
applied and dried on the tissue an average of 3 replicate trials showed a 1 03

·
6 virus survival 

on the untreated tissue control. Because there was no cytotoxicity found in the first 
dilution, there was sufficient virus to demonstrate a 3-log reduction and complete virus 
inactivation. Even though Kimberly-Clark believes that the Rhinovirus 2 study is valid, a 
new study has been conducted to conclusively demonstrate that Kleenex® Brand Anti-Viral 
Tissue #2 is efficacious against this virus. The new study, which will be submitted shortly, 
showed complete inactivation of virus with a log-reduction greater than 4. 



Agency Comment #3 
The product. has not been tested as a disinfectant (i.e., successfully tested against bacteria 
Salmonella choleraesuis and Staphylococcus aureus, with or without Pseudomonas 
aeruginosa. Although three product lots (including a 60-day old lot) were tested in the 
virucidal studies provided in this data package, the Agency wjll not register a product tested 
merely as a virucide without having met the basic disinfectant claims in DISrfSS-1. 

Kimberly-Clark Response 
Kimberly-Clark has several comments on this issue .. First, the proposed product label and 
efficacy protocol was sent to AD well in advance of the February 6, 2001 meeting and was 
extensively discussed at the meeting. There was no indication at the meeting or in follow­
up correspondence that the Agency wanted an antiviral tissue product to be tested against 
bacteria. Secondly, Kleenex® Brand Anti-Viral Tissue #2 is a dry tissue that will be 
packaged in a standard tissue box. The product is not similar to the pre-moistened 
disinfectant wipes. Accordingly, it is extremely unlikely that Kleenex® Brand Anti-Viral 
Tissue #2 will be used by consumers in any manner other than as a nasal tissue. Thirdly, 
the product is solely intended to control cold and flu viruses that may be present in nasal 
secretions. Although bacteria may also be present in nasal secretions, there is no 
information to suggest that bacteria associated with nasal secretions are a public-health 
issue. In this regard, it is important to note that over the past several years, the Agency 
has expressed significant concerns about superfluous antimicrobial claims, particularly 
when there is no evidence that the target microbial contamination is of public-health 
concern. To require Kleenex® Brand Anti-Viral Tissue #2 be tested against bacteria when 
the product is not intended to be antibacterial and bacterial control is not a public-health 
concern seems inconsistent with the Agency's desired position. Finally, having anti­
bacterial claims on an antiviral tissue may lead consumers to associate colds and flu with 
bacteria. Such an association will clearly have negative public-health implications since 
it may lead to increased requests for antibiotic use. . · 

Agency Comme·nt #4 
An organic soil load was not mentioned in any of the studies. Although viral inoculum is 
frequently accompanied by some naturally occurring organic soil (e.g. serum), in actual 
use, the product would be challenged with 100 percent soil load (e.g. nasal mucu·s, eye 
discharge, phlegm, and/or sputum). You must provide data about the nature and 
concentration of the organic soil load challenge (if any) employed in these studies. 

@ 
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Kimberly-Clark Response 
The organic soil load issue is addressed in the attached study ("Discussion of Soil Load 
Used in Virucidal Studies Conducted with Kleenex® Brand Anti-Viral Tissue #2"). In brief, 
a soil load was used in the virucidal studies and the load was consistent with the level that 
would be encountered during actual consumer use. 

Agency Comment #5 
The proposed label claims indicate that the product can be used in hospital settings. A 
mere virucide cannot make this claim. No efficacy data was submitted to support claims 
against Pseudomonas aeruginosa which is an Agency requirement for a hospital 
disinfectant claim. 

Kimberly-Clark Response 
The product will only be used in hospital settings, as an antiviral tissue, to control the 
transmission of cold and flu viruses. For the reasons articulated above in response 
number 3, there is no scientific reason for testing the product against bacteria. 

Agency Comment #6 
The claim for 15 minutes is questionable. A tissue is usually disposed of in 1 or 2 minutes 
after use. A more appropriate time would be 30 seconds. 

Kimberly-Clark Response 
Kimberly-Clark concurs with the Agency that a 30 second claim would be optimal. In this 
regard, it should be noted that unsubmitted studies conducte.d by Kimberly-Clark showed 
significant, but not complete, inactivation, within 1 minute. · 

The previously submitted consumer survey report (MRID # 45722901 ), showed that a 
. considerable number of individuals do not rapidly dispose of used- tissues. In addition, 
there are many situations (i.e. church, classrooms, movie theaters, etc.) in which used 
tissues cannot be immediately disposed. Consequently, the 15-minute contact time for 
complete viral inactivation will be pertinent to a significant part of the population, 
particularly since there are no other currently registered antiviral tissues. 
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EFFICACY ISSUES: 
RESPONSES BY KIMBERLY-CLARK TO AGENCY LETTER 

DATED NOVEMBER, 25 2002 

Product: 
File Symbol No. 

Kleenex® Brand Anti-Viral Tissue #2. 
9402-RN 

Agency Comment #1 
EPA's standards for environmental surfaces are hard, inanimate surfaces, either porous 
or non-porous. Based on study methodology, the tissue itself (as opposed to a human 
face or nose) is the surface of interest. A facial tissue is porous and is also soft. 

Kimberly-Clark Respon·se 
Regarding the above comment, it is important to note that a meeting was held on February 
6, 2001 between Antimicrobial Division (AD) staff and Kimberly-Clark representatives to 
discuss the registration application for Kleenex® Brand Anti-Viral Tissue #2. The efficacy 
protocol was discussed in detail at the meeting and AD staff did not express any significant 
concerns about the protocol. In fact, AD staff stated that the protocol was fundamentally 
sound (see. attached "Summary of Meeting" and AD follow-up letter). It should also be 
noted that the protocol used to evaluate the efficacy of Kleenex0 Brand Anti-Viral Tissue 
#2 is practically identical to the protocol that was used to support the registration of 
Kimberly-Clark's previously registered antiviral tissue product, Avert, EPA Reg. No. 9402-3. 

Agency Comment #2 
The study against Rhinovirus 2 did not meet· the DISfTSS-7 requirement that the 
recoverable virus titer must be at least 104

• 

Kimberly-Clark Response 
The initial virus titer used in the Rhinovirus 2 study was 1 05

. However, when the virus was 
applied and dried on the tissue an average of 3 replicate trials showed a 1 03

·
6 virus survival 

on the untreated tissue control. Because there was no cytotoxicity found in the first 
dilution, there was sufficient virus to demonstrate a 3-log reduction and complete virus 
inactivation. Even though Kimberly-Clark believes that the Rhinovirus 2 study is valid, a 
new study has been conducted to conclusively demonstrate that Kleenex® Brand Anti-Viral 
Tissue #2 is efficacious against this virus. The new study, which will be submitted shortly, 
showed complete inactivation of virus with a log-reduction greater than 4. 



Agency Comment #3 
The product has not been tested as a disinfectant (i.e., succ~ssfully tested against bacteria 
Salmonella choleraesuis and Staphylococcus aureus, with or without Pseudomonas 
aeruginosa. Although three product lots (including a 60-day old lot) were tested in the 
virucidal studies provided in this data package, the Agency will not register a product tested 
merely as a virucide without having met the basic disinfectant claims in DIS/TSS-1. 

Kimberly-Clark Response 
Kimberly-Clark has several comments on this issue. First, the proposed product label and 
efficacy protocol was sent to AD well in advance of the February 6, 2001 meeting and was 
extensively discussed at the meeting. There was no indication at the meeting or in follow­
up correspondence that the Agency wanted an antiviral tissue product to be tested against 
bacteria. Secondly, Kleenex® Brand Anti-Viral Tissue #2 is a dry tissue that will be 
packaged in a standard tissue box. The product is not similar to the pre-moistened 
disinfectant wipes. Accordingly, it is extremely unlikely that l<lcenex® Brand Anti-Viral 
Tissue #2 will" be used by consumers in any manner other than as a nasal tissue. Thirdly, 
the product is solely intended to control cold and flu viruses that may be present in nasal 
secretions. Although bacteria may also be present in nasal secretions, there is no 
information to suggest that bacteria associated with nasal secretions are a public-health 
issue. In this regard, it is important to note that over the past several years, the Agency 
has expressed significant concerns about superfluous antimicrobial claims, particularly 
when there is no evidence that the target microbial contamination is of public-health 
concern. To require Kleenex® Brand Anti-Viral Tissue #2 be tested against bacteria when 
the product is not intended to be antibacterial and bacterial control is not a public-health 
concern seems inconsistent with the Agency's desired position. Finally, having anti­
bacterial claims on an antiviral tissue may lead consumers to associate colds and flu with 
bacteria. Such an association will clearly have negative public-health implications since 
it may lead to increased requests for antibiotic use. 

Agency Comment #4 . 
An organic soil load was not mentioned in any"of the studies. Although viral inoculum is 
frequently accompanied by some naturally occurring organic soil (e.g. serum), in actual 
use, the product would be challenged with 100 percent soil load (e.g. nasal mucus, eye 
discharge, phlegm, and/or sputum). You must provide data about the nature and 
concentration of the organic soil load challenge (if any) employed in these studies. 
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Kimberly-Clark Response 
The organic soil load issue is addressed in the attached study ("Discussion of Soil Load 
Used in Virucidal Studies Conducted with Kleenex® Brand Anti-Viral Tissue #2"). In brief, 
a soil load was used in the virucidal studies and the load was consistent with the level that 
would be encountered during actual consumer use. 

Agency Comment #5 
The proposed label claims indicate that the product can be used in hospital settings. A 
mere virucide cannot make this claim. No efficacy data was submitted to support claims 
against Pseudomonas aeruginosa which is an Agency requirement for a hospital 
disinfectant claim. · 

Kimberly-Clark Response 
The product will only be used in hospital settings, as an antiviral tissue, to control the 
transmission of cold and flu viruses. For the reascns articulated above in response 
number 3, there is no scientific reason for testing the product against bacteria. 

Agency Comment #6 
The claim for 15 minutes is questionable. A tissue is usually disposed of in 1 or 2 minutes 
after use. A more appropriate ·time would be 30 seconds. 

Kimberly-Clark Response 
Kimberly-Clark concurs with the Agency that a 30 second claim would be optimal. In this 
regard, it should be noted that unsubmitted studies conducted by Kimberly-Clark showed 
significant, but not complete, inactivation, within 1 minute. 

The previously submitted consumer .survey report (MRID # 45722901 ), showed that a 
considerable number of individuals do not rapidly dispose of used tissues. In additi"on, 
there are many situations (i.e. church, classrooms, movie theaters, etc.) in which used 
tissues cannot be immediately disposed. Consequently, the 15-minute contact time for 
complete viral inactivation will be pertinent to a significant part of the population, 
particularly since there are no other currently registered antiviral tissues. 



·.::. 

' i 
! 
1 
J 

j 
i 
l 
I 

. .1 

.. ·; 
' · · :Page . · is not included. in·· this copy.: 

. ·:,~a~~~-~ .thr~ugh:iQ6· .are ~at included. 

. . 
. ' .. 

· . The .... m·at~rial . not .included contains ~e · · following type 
i,nformatio~: 

. :· ... :· .. , 

I dent~ ty. _of product inert ingredients. ·. 

__ Identity of product impuri ti~s .. 
.. 

Desqription of the product manufacturing process. 

Description of quality controi proce~ures. 

Identity of the source of product ingr~d_ients·~ 

Sale~ or other· commercial/financial information·. 

__ . A draft product labe.l ~ ·. · . 

. .. __ ·_.-_ .... ,The_ product confidential· stat_ement of fonfiula. 
~ . . 

_:_··_ Informatio~ about a pending registration action. 

--""'· FIF~ . registration data. 

.L T~~ ~oeument ·is a duplicate ·of page(s) 1 tJJ· ..... /t/5 
The dociunent is not responsive to the re-quest;.. 

o: 

_The i_nforination not included is generaily co-nsidered ·9onfident1 
by product registrants.'. tf you h~ve any questions, please -conta 
the individual who p~epared the response t_o y~ur request. 



... 

..·; 
. ' 

· ~~ge . · is not included.· in· this copy •. 

. · P~ges· /& .. througti~ !6.7- ~re ~at included. 
! 

.. The ·.-nrat~rial . not 
j,nformatio11: 

' : 
.included contains 

. . 

the 

__ . ___ .,Ident~ty.of product inert ingredients. 

Identity of product impuri tif7s .. 
.. 

following 

Description of the product manufactu~ing process. 

Description of quality controi proced,ures. 

Identity of the source of product lngr~dients~ 

Sales or other-commercial/financial information. 

_. _· _· . A draft product label~ ·. · . 

. ·--+··,The_ product confidential· statement of fontiula. 

L I~f~rmati.on .about .a pending ~egi~trati:on action. 

FI~ .r_egistrati~_n data. 

____ The aoeument ·is a duplicate ·of page(s) 

.. ._....__ The doc'ilment is not responsive to the re-quest_ • 

typ~ of 

_The information not included is generaily considered .·c;:anfidentiai 
by product registrants.'. ·tf you have any questions, please -contact 
the individual who p~epared the response to y~ur request. 



~UBM!SS~ON B~~ CODE 

.[ J· CHILD' Jti;SlSTAl'rrPACKAG"ING:· ·[· l CER'HFICA'TIQN-:-- · -
[ ) NON-RESIDENTIAL USE ONLY 
[ ) N"" APPLICAB.LE 

REGISTRATION· TYPE: [ . ) CONDiTIONAL [ . ) UNCOND-ITIONAL. 

~OPOSED ~SIFICATlON: [ ] GENERAL [ ] . RESTRICTED USE .. ·::-.· 
OATB'ON "APPLICA!T-I·ON EPA RECEIVE DATE- ~'RECEIVE :DA!f.B.-

.. .1· 1. e 5 t.o 1- 1· 1··1··-L29Io~ L 1 ? l29lo~·l.. 
I 

- M£IH~F-=-Sl:1P"PGR.!l'-:-
. . ,' .. ... 

. [· ] CITE-~t.X: 
[ ].. SEI·EO.I..VE.:, 
( .]" NOT· SUBI!ti 'I'"l'm . . 
[ ] ·NOT' APPLICABLr' 

· · [ f INCOR:R.ECT /REs~ 
. ..... --.. 

.,. ·--·- ""'"' ... 

··~:.~---. . . 

, --4-- · ) Sll'BM IriED . • : • · . 
[ .. r:.)jd:i':.:.SUBMI.'l:T.m_~~ _: 

. . .... 

. [ ] NOT A.P"PLI o.BLE.. 
[ } IN~CT"/JU:~·:· ·<~ 

' . . : . .· 
.. 

.. ·--· 

... 
REVI tw (S) ~~S:';r:?P_·_ OA T.A 

~ , '· . '.PACK I 
DATE 
SE:NT-

DUE . DATE-
Dh~-. . . RETtfflRElY- - . 

. . •· 

CHEMISTRY 

EFFIOq 

TOXICOLOGY 

HED .TOX .. 

ENVI~ON •. FATE 

FISH/WILDLIFE 

OTIIER _ _;_ ____ _ .· 

... - ~ . . . 

....... · 

STATliS ____ ~--------------------------------------------------------------~-----. . 
l"i\ " 

·-~~~-~- .. ---- NOV 2· !1 ?nm 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
Washington, D.C. 20460 

November 25, 2002 

Mr. Eliot I. Harrison 
Lewis & Harrison Consultant for 
Kimberly-Clark Corporation 
122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

Dear Mr. Harrison: 

Subject: Kleenex® Brand Anti-Viral Tissue #2 
EPA File Symbol Number 9402-RN 
Application Dated: July 5, 2002 
EPA Receipt Date: July 7, 2002 

OFFICE OF 
PREVENTION. PESTICIDES 

AND TOXIC SUBSTANCES 

The labeling referred to above, submitted in connection with registration under the Federal 
Insecticide, Fungicide and Rodenticide Act, as amended, is unacceptable for the following reasons: 

Proposed Request: 

• Application for new product registration 

Data deficiencies: 

I. E(ficacv Review: 

The proposed label claims are not acceptable regarding the use of the proposed product, 
"Kleenex Brand Anti-Viral Tissue #2," as a Virucide against Rhinovirus 1 A and 2, Influenza A and 
B, and Respiratory Syncytial Virus for a contact time of 15 minutes. The study against Rhinovirus 2 
did not meet the DISffSS-7 requirements in that the recoverable virus titer must be at least 104. 
Furthermore, the Agency standards for impregnated towelettes for hard surface disinfection do not 
apply to this impregnated facial tissue for reasons listed below. 

• The EPA's standards for environmental surfaces are hard, inanimate surfaces, either 
porous or non-porous.' Based on the study methodology, the tissue itself (as opposed 
to a human face or nose) is the surface of interest. A facial tissue is porous and is 
also soft. /-

/~~ 
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The product has not been tested as a disinfectant (i.e., successfully tested against 
bacteria Salmonella choleraesuis and Staphylococcus aureus, with or without 
Pseudomonas aeruginosa). Although three product lots (including a 60-day-old 
lot) were tested in the virucidal studies provided in this data package, the Agency 
will not register a product tested merely as a virucide without having met the basic 
disinfectant claims in DISffSS-1. 

• An organic soil load was not mentioned in any of the studies. Although viral 
inoculum is frequently accompanied by some naturally-occurring organic soil 
(e.g., serum), in actual use, the product would be challenged with 100 percent 
organic soil load (e.g., nasal mucus, eye discharge, phlegm, and/or sputum). You 
must provide data about the nature and concentration of the organic soil load 
challenge (if any) employed in these studies. 

• The proposed label claims indicate that the product can be used in hospital 
settings. A mere virucide cannot make that claim. No efficacy data was 
submitted to support claims against Pseudomonas aeruginosa, which is an 
Agency requirement for a hospital disinfectant claim. 

• The claim for 15 minutes is questionable. A tissue is usually disposed of in 1 or 2 
minutes after use. A more appropriate contact time would be 30 seconds: 

Other questionable labeling comments: 

• The phrases [see page 2 of the label], implying "newness," include: "NOW with" 
and "Introducing a revolution in facial tissues." 

• The repeated use ofpercentkill (99.9%) on the proposed label [see page 2 of the 
label]; although accurate, this is not the Agency's virucidal performance standard 
in t.,e absence of cytotoxicity. 

• The proposed label repeatedly indicates the product's ability to "kill 99.9% of 
virus*" [see page 2 of the label]; this is an incomplete phrase and is not 
acceptable. However, "kill virus* on the used facial tissue in 15 minutes" may be 
more acceptable. 

• Optional terms suggested on the proposed label [see page 3 of the label] include 
"clinically" testing efficacy; only non-clinical (i.e., no human subject) efficacy 
study reports were provided with this data package. 
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II Product chemistry: 

The Confidential Statement of Formula of Formula (CSF) dated October 10,2002 and 
product chemistry dated submitted in support of the proposed product are not acceptable. You 
must address all of the dt:ficiencies listed in the attached product chemistry review dated 
November 19, 2002. In must submit or uest your to submit the 
chemical identity of the inerts, 

Acceptable data: 

Acute Toxicitv: 

The acute toxicity data submitted is acceptable. The current acute toxicity database 
regulatory status for the subject product is summarized in the table below. 

Acute Oral Toxicity MRID #457138-06 Acceptable/Tox category IV 

Acute Dennal Tox. MRID #457138-07 Acceptable/Tox category IV 

Acute Inhalation Tox. Waive Request Acceptable/Waiver 

Eye Irritation MRID #457138-08 Acceptable/Tox category IV 

Skin Irritation MRID #457138-09 Acceptable/Tox category IV 

Skin Sensitization MRID #457138-10 Acceptable/Non-Sensitizer 

Note that, based on rationale provided in your application, the Agency has waived ~e 
"the Child signal word and Keep out of reach of children" statements. The waiver is permitted 
under § 40 CFR 156.66(b )(2), since the product preswnably will be used on children. In 
addition, your letter dated July 5, 2002 details several points in support of your request for ·a 
waiver. 

Other Comments: 

The policy on antimicrobial towellettes and wipes is under consideration by the Antimicrobials 
Division. Once the policy has been finalized, you will be informed if there are any changes that need to 
be made regarding the registration process and if there are any additional data that must be submitted to 
the Division for review. 

For detailed information and considerations, please refer to the enclosed EPNAD 
Product Science Branch review (product chemistry, efficacy and acute toxicity) reviews. 

·-' 
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Please respond within 75 days from the date of this letter stating your intentions to 
comply with the information/data requests cited above. If no resubmission is received during the 
75-day period, the application will be administratively withdrawn. 

If you have any questions concerning this letter, please contact Adam Heyward at (703) 
308-6422 or Drusilla Copeland at (703) 308-6224. 

Sincerely, 

Adam Heyward 
Product~anager(34) 

Regulatory ~anagement Branch II 
, Antimicrobials Division (751 OC) 

Enclosures: Product Chemistry, Efficacy and Precautionary Labeling Reviews 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

November 19, 2002 

MEMORANDUM 

Subject: Data Package D284617 

From: 

Kleenex® Brand Anti-Viral Tissue #~, P.~.Yile Symbol 9402-RN 

Wallace Powell, Biologist fli,O. C1f!( 
Product Science Branch / _. II, J,PO~ . 

OFFICE OF 
PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

Through: 

Antimicrobials Division {7510C) f7 fd t' 

Karen P. Hicks, Team Leader ~·...-~ ,.''- 1v-!..z) 
Chemistry/Toxicology Team ~ J . ;?-
Product Science Branch ~ l it\ /0 
Antimicrobials Division {7510C) ) "' 

Michele E. Wingfield, Chief 
Product Science Branch 
Antimicrobials Division {7510C) 

To: Adam Heyward, Product Manager, Team 34 
Drusilla Copeland, Te~m Reviewer, Team 34 
Regulatory Management Branch II 
Antimicrobials Division {7510C) 

BACKGROUND 

The applicant, Kimberly-Clark Corporation (as represented by an agent), has submitted a 
package for registration of the subject product, Kleenex® Brand Anti-Viral Tissue #2. The 
active in.gredients are citric acid (7.51% of product contents by weight) and sodium lauryl 
sulfate (2.02% by weight). 

The submitted package includes studies for acute oral toxicity, acute dermal toxicity,. eye 
irritation, skin irritation, and skin sensitization - MRID's 457138-06 through 457138-10, 
respectively. The studies were initially reviewed for Product Science Branch (PSB) by Oak 
Ridge National Laboratory. The reviews are attached to this memorandum. The submitted 
package also includes an acute inhalation toxicity data waiver request. 

DISCUSSION AND RECOMMENDATION 

The submitted studies are acceptable. The test material identified in the study reports 
represents the subject product. The resulting acute Toxicity Categories are listed in the @ 
table below. (The attached review of the skin sensitization study has been edited by PSB n 
to indicate acceptability, as PSB has now received a copy of the missing positive control / I() 
data.) lY 
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Acute oral toxicity.. The. submitted study is acceptable. Due to the nature of the test 
substance, it was not considered possible to dose the animals via gavage at sufficient 
volumes to achieve the 5 g/kg dosage. Consequently, the ground test substance was 
mixed with peanut butter and fed to the animals during a 24 hour period. This is 
acceptable. According to the guidelines (OPPTS 870.1100), "If a single dose is not 
possible, the dose may be given in smaller fractions over a period n~t exceeding 24 hours." 

Acute dermal toxicity. The submitted study is acceptable. 

Acute inhalation toxicity. The. waiver request is acceptable. The product does not contain 
expressible liquid. In view of this, the citric acid and sodium lauryl sulfate are not present 
in high enough concentrations to present an acute hazard. Also note that the estimated 
vapor pressure of sodium lauryl. sulfate is extremely low. 

Eye irritation. The submitted study is acceptable. 'Positive' degree of irritation was 
limited to moderate swelling (grade 2 on the Draize scale) in one out of three test animals 
at 1. Hour and cleared by 24 Hours. 

Skin irritation. The submitted study is acceptable. As stated-in the attached study review, 
"The guideline requires 0.5 ml of liquid or 500 mg of solid or semisolid applied to the test 
site. The study author did not indicate the weight of the 2.5 em x 2.5 em test material. 
This deviation would not affect the results." The dosage was a patch cut out of a sheet 
of the tissue. Based on the bulk density of the product, it would take approximately 17 
such patches to amount to 500 mg. Normally this could be problematic. In the present 
case, however, the study can reasonably be accepted for the following reasons. (1) 
Exposure to 17 tissue thicknesses for a lengthy time is not realistic in the real world. (2) 
Each patch is three-ply. Two of the plies are treated with lotion. The third ply contains the 
antimicrobial chemicals which, if 17 patches were used, would have to migrate through the 
other two lotion-treate_d plies of each underlying patch in order to reach the test animal. It 
is unlikely that the test animals' exposure to the antimicrobial chemicals would be 
increased greatly by having multiple patches. (3) Since no dermal irritation was noted on 
any test animal in the study, no more than mild skin irritation at worst would be expected 
to result from the addition of patches. Also note that no skin irritation was noted in the 
acute dermal toxicity study. 

Skin sensitization. The submitted study is acceptable. The required historical positive 
control study was not included with the original study report, but one was later cited (MRID 
455757-09) and a copy was Faxed to Product Science Branch at EPA. The test results were 
appropriate. 

Summary. The updated acute toxicity .regulatory profile is listed in the table below. 

status for Kleenex® Brand Anti-Viral Tissue #2 
~~0'0?7::] 

Acute Oral Toxicity MRID 457138-06, submitted Acceptable, Tox Category IV 

Acute Dermal Tox. MRID 457138-07, submitted Acceptable, Tox Category IV 

Acute Inhalation Tox. Waiver request Acceptable, Waived 

Eye Irritation MRID 457138-08, submitted Acceptable, Tox Category IV ((;j Skin Irritation MRID 457138-09, submitted Acceptable, Tox Category IV 

Skin Sensitization MRID 457138-10, submitted Acceptable Non-sensitizer 
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Product labeling - precautionary statements 

PSB has no adverse comments to the proposed label (EPA Received date 09/13/2002) in 
regard to human-hazard p_recautionary or first-aid statements. None appear on the label, 
and it is PSB's opinion that none are required. 

The label for this product is not required to display a Signal Word (as per 40 CFR 156.64). 

In response to the applicant's request and rationale, PSB recommends a waiver of the 
"Keep out of reach of children!' child hazard warning. The wa.iver is permitted by 40 CFR 
156.66(b)(2), since the product presumably will be accepted for use on children (unless 
Risk Assessment and Science Support Branch has objected to this). The applicant's letter 
(Eliot Harrison to Adam Heyward, 07 /05/2002) details several additional points of 
rationale. These points include an Agency classification of the product's active ingredients; 
a_reference to consumer products which contain one or other of these active ingredients 
and involve exposure to children; absence of adverse effects reports involving exposure of 
children to these active ingredients; absence of adverse effects reports from the applicant's 
own consumer reporting system involving exposure of children to another of the applicant's 
consumer tissue products that is said to contain similar inert ingredients; and the futility of 
placing a child prohibition on a widely marketed box of facial tissues. 

--~-----------



DATA EVALUATION RECORD 

CITRIC ACID 
(2371.01) 

STUDY TYPE: ACUTE ORAL TOXICITY-RAT ' 
[OPPTS 870.1100 (§81-:1)] OECD 401 

Primary Reviewer: 
Susan Chang. M.S. 

Secondary Reviewers: 

MRID 45713806 

Prepared for 
Antimicrobials Division 

Office of Pesticide Programs 
U.S. Environmental Protection Agency 

1921 Jefferson Davis Highway 
Arlington, VA 22202 

Prepared by 
Toxicology and Hazard Assessment Group 

Life Sciences Division 
Oak Ridge National Laboratory 

Oak Ridge, TN 3 7831 
Action No. K402 

Signature:· 
Date: 

H. Tim Borges. M.T.(A.S.C.P.). Ph.D .. D.A.B.T. Signature: 
Date: 

Robert H. Ross. M.S., Group Leader Signature: 
Date: 

Quality Assurance: 
Lee Ann Wilson. M.A. Signature: 

Date: 

Disclaimer 

: .. _;: . . ., . 
• • • 

SEP 11 ~· 

~~-~ 
SEP 1 1 2002 

This review may have been altered subsequent to the contractor's signatures above. 

Oilk Ridge National Laboratory managed and operated by UT-Battelle, LLC., for the U.S. Department of Energy under 
Contract No: DE-AC05-000R22725. 



DATA REVIEW FOR ACUTE ORAL TOXICITY TESTING(§ 81-1, 870.1100) 

Product Manager: Adam Heyward 
MRID No.: 45713806 

Reviewer: Susan Chang 
Study Completion Date: June 3, 2002 

Report No.: MB 02-10017.01 

Testing Laboratory: MB Research Laboratories 
Author: Daniel R. Cerven 

GLP Compliance Statement (40 CFR §160.12): Included 

Test Material: 2371.01 (Kleenex Brand Anti-Viral Tissue #2), white tissue with blue dots 
Dosage: 5000 mg/kg 
Species: Wistar rats (5 M and 5 F) 
Weight: Males: 206-213 g, Females: 203-239 g Age: Approximately 7-10 weeks 
Source: Ace Animals, Boyertown, P A 

Summary: 

1. LD50 (mglkg): Males > 5000 mg/kg 
Females > 5000 mg/kg 
Combined > 5000 mg/kg 

2. The estimated LD50 is> 5000 mglkg. 
3. Tox. Category: IV Classification: Acceptable 

Go~ " 
:: •":- ~~ 

Procedure (Deviations from §81-1, 870.1100): The ground test material mixed with peanut butter 
was fed to the animals during a 24 holl! period. 

Results: 

I Rei!orted Mortality I 
Dosage (mglkg)" 

Males 

(Number Deaths/Number Tested) 

I Females I Combined 

I 5000 I 015 I 0/5 I 0/10 I 
8 20 g of ground test material was miXed With 180 g of peanut butter. 

Observations: All animals survived, gained weight, and had no abnormal physical signs during the 
study. 

Gross Necropsy Findings: Necropsy results were normal. 

1 



DATA EVALUATION RECORD 

CITRIC ACID 
(2372.01) 

STUDY TYPE: ACUTE DERMAL TOXICITY- RABBIT 
[OPPTS 870.1200 (§81-2)] OECD 402 

Primary Reviewer: 
Susan Chang, M.S. 

Secondary Reviewers: 

MRID 45713807 

Prepared for 
Antimicrobials Division 

Office of Pesticide Programs 
U.S. ·Environmental Protection Agency 

1921 Jefferson Davis Highway 
Arlington, VA 22202 

Prepared by 
Toxicology and Hazard Assessment Group 

Life Sciences Division 
Oak Ridge National Laboratory 

Oak Ridge, TN 3 7831 
Action No. K402 

Signature: 
Date: 

H. Tim Borges, M.T.CA.S.C.P.), Ph.D., D.A.B.T. Signature: 
Date: 

Robert H. Ross, M.S., Group Leader Signature: 
Date: 

Quality Assurance: 
Lee Ann Wilson, M.A. Signature: 

Date: 

Disclaimer 

SEP 1 1 2002 

~ ~-··.~l 
SEP 1 i 2B02 

This review may have been altered subsequent to the contractor's signatures above. 

Oak Ridge National Laboratory managed and operated by UT-Battelle, LLC., for the U.S. Department of Energy under 
Contract No. DE-AC05-000R22725. 



DATA REVIEW FOR ACUTE DERMAL TOXICITY TESTING (§81-2, 870.1200) 

Product Manager: Adam Heyward 
MRID No.: 45713807 

Reviewer: Susan Chang 
Study Completion Date: June 3, 2002 

Report No.: MB 02-10019.02 

Testing Laboratory: MB Research Laboratories 
Author: Daniel R. Cerven 

GLP Compliance Statement (40 CFR §160.12): Included 

Test Material: 2372.01 (Kleenex Brand Anti-Viral Tissue #2), white tissue with blue dots 
Dosage: 5000 mg/kg (dry weight of the test material) 

Species: New Zealand White rabbits (5M and SF) 
Weight: Males: 2.0-2.4 kg, Females: 2.0-2.3 kg 
Source: Millbrook Breeding Labs, Amherst, MA 

Age: Approxil(lCltdy 9.5 weeks 

Summary: 

1. LD50 (mglkg): Males > 5000 mg/kg 
Females > 5000 mg/kg 
Combined > 5000 mg/kg 

2. The estimated LD50 is > 5000 mg/kg. 
3. Tox. Category: IV Classification: Acceptable 

Procedure (Deviation From §81-2, 870.1200): No deviations were noted. 

Results: 

I Re~orted Mortality 

(Number Deaths/Number Tested) 
Dosage (mglkg) Males I Females I 

I 5000 I 0/5 I 015 I 
Combined 

0/10 

I 

I 
Observations: All animals survived, gained weight, and all appeared normal throughout the study. 
No denhal irritation was noted during the study. 

Gross Necropsy Findings: Necropsy results were normal. 

Note: The test material was identified as 2372.02 on page 5 and 6, but as 2372.01 on other pages in 
the study report (MRID 45713807). This discrepancy would not affect the results of the study. ~ 



DATA EVALUATION RECORD 

CITRIC ACID 
(2374.01) 

STUDY TYPE: PRIMARY EYE IRRITATION- RABBIT 
[OPPTS 870.2400 (§81-4) OECD 405 

MRID 45713808 

Prepared for 
Antimicrobials Division 

Office of Pesticide Programs 
U.S. Environmental Protection Agency 

1921 Jefferson Davis Highway 
Arlington, VA 22202 

Prepared by 
Toxicology and Hazard Assessment Group 

Life Sciences Division 
Oak Ridge National Laboratory 

Oak Ridge, TN 37831 
Action No. K402 

Primary Reviewer: 
Susan Chang, M.S. Signature: ~~ 

SEP 1 1 2002 ·--' Date: 

"-'~ 
Secondary Reviewers: 
H. Tim Borges, M.T.(A.S.C.P.), Ph.D., D.A.B.T. Signature: 

Date: SEP 1 1 2002 

Robert H. Ross, M.S., Group Leader Signature: 
Date: 

~ ~-. \~.: 
SEP 1 1 2002 

Quality Assurance: 
Lee Ann Wilson, M.A. Signature: 

Date: 

Disclaimer 

This review may have been altered subsequent to the contractor's signatures above. 

Oak Ridge National Laboratory managed and operated by UT-Battelle, LLC., for the U.S. Department of Energy under 
Contract No. DE-AC05-000R22725. 



DATA REVIE\V FOR PRIMARY EYE IRRITATION TESTING (§81-4, 870.2400) 

Product Manager:.Adam Heyward 
MRID No.: 45713808 

Report No.: MB 02-10023.04 

Testing Laboratory: MB Research Laboratories 
Author: Daniel R. Cerven 

Reviewer: Susan Chang 
Study Completion Date: May 7, 2002 

GLP Compliance Statement (40 CFR §160.12): Included 

Test Material: 2374.01 (Kleenex Brand Anti-Viral Tissue #2), white tissue with blue dots 
Dosage: 0.1 mL (= 27 mg) 

Species: New Zealand White rabbits (3M) 
Weight: Males: 2.3-2.9 kg 
Source: Millbrook Breeding Labs, Amherst, MA 

Summary: 

1. Toxicity Category: IV 
2. Classification: Acceptable 

Procedure (Deviations From §81-4, 870.2400): None. 

Results: 

Age: Approximately 3 months 

Number "Positive" INurn ber Tested 

Observations Hour 

I 24 48 72 

Corneal Opacity 0/3 0/3 0/3 0/3 

Iritis 0/3 0/3 0/3 0/3 

Conjunctivae 

Redness 0/3 0/3 0/3 0/3 

Chemosis 113 0/3 0/3 0/3 

Discharge 0/3 0/3 0/3 0/3 



DATA EVALUATION RECORD 

CITRIC ACID 
(2373.01) 

STUDY TYPE: PRIMARY SKIN IRRITATION - RABBIT 
[OPPTS 870.2500 (§81-5)] OECD 404 

Primary Reviewer: 
Susan Chang, M.S. 

Secondary Reviewers: 

MRID 45713809 

Prepared for 
Antimicrobials Division 

Office of Pesticide Programs 
U.S. Environmental Protection Agency 

1921 Jefferson Davis Highway 
Arlington, VA 22202 

Prepared by 
Toxicology and Hazard Assessment Group 

Life Sciences Division 
Oak Ridge National Laboratory 

Oak Ridge, TN 37831 
Action No. K402 · 

Si~a~~ 
Date: 

H. Tim Borges, M.T.(A.S.C.P.), Ph.D., D.A.B.T. Signature: 
Date: 

Robert H. Ross, M.S., Group Leader Signature: 
Date: 

Quality Assurance: 
Lee Ann Wilson, M.A. Signature: 

Date: 

Disclaimer 

This review may have been altered subsequent to the contractor's signatures above. 

Oak Ridge National Laboratory managed and operated by UT-Banelle, LLC., for the U.S. Department of Energy under 
Contract No. DE-AC05-000R22725. 



DATA REVIEW FOR PRIMARY SKIN IRRITATION TESTING (§81-5, 870.2500) 

· Product Manager: Adam Heyward 
MRID No.: 45713809 

Report No.: MB 02-10021.03 

Testing Laboratory: MB Research Laboratories 
Author: Teresa Hoff 

Reviewer: Susan Chang 
Study Completion Date: May 7, 2002 

GLP Compliance Statement (40 CFR §160.12): Included 

Test Material: 2373.01 (Kleenex Brand Anti-Viral Tissue #2), white tissue with blue dot3 
Dosage: 2.5 em x 2.5 em patch of the test material 

Species: New Zealand White rabbits (1M and 2F) 
Weight: Male: 2.3 kg, Females: 2.3-2.4 kg Age: Approximately 3 months 
Source: Millbrook Breeding Labs, Amherst, MA 

Summary: 

1. Toxicity Category: IV 
2. Classification: Acceptable 

Procedure (Deviations From §81-5, 870.2500): The guideline requires 0.5 mL ofliquid or 500 mg 
of solid or semisolid applied to the test site. The study author did not indicate the weight of the 2.5 . 
em x 2.5 em test material. This deviation would not affect the results. 

Results: No dermal irritation was noted on any rabbit throughout the study. 

1 



DATA EVALUATION RECORD 

CITRIC ACID 
(2375.01) 

STUDY TYPE: SKIN SENSITIZATION- GUINEA PIG 
[OPPTS 870.2600 (§81-6) OECD 406 

MRID 45713810 

Prepared for 
Antimicrobials Division 

Office of Pesticide Programs 
U.S. Environmental Protection Agency 

1921 Jefferson Davis Highway 
Arlington, VA 22202 

Prepared by 
Toxicology and Hazard Assessment Group 

Life Sciences Division 
Oak Ridge National Laboratory 

Oak Ridge, TN 3 7831 
Action No. K402 

Primary Reviewer: 
Susan Chang, M.S. Signature: 

~~ 
SEP 1 1 2002 -Date: 

A-r '7r 
SEP 1 1 2002 

Secondary Reviewers: 
H. Tim Borges, M.T.(A.S.C.P.), Ph.D., D.A.B.T. Signature: 

Date: 

Robert H. Ross, M.S., Group Leader Signature: 
Date: 

Quality Assurance: 
Lee Ann Wilson, M.A. Signature: 

Date: 

Disclaimer 

This review may have been altered subsequent to the contractor's signatures above. 

Oak Ridge National Laboratory managed and operated by UT-Battelle, LLC., for the U.S. Department of Energy under 
Contract No. DE-AC05-000R22725. 



DATA REVIE\V FOR DERMAL SENSITIZATION TESTING (§81-6, 870.2600) 

Product Manager: Adam Heyward 
MRID No.: 45713810 

Report No.: MB 02-10025.06 

Testing Laboratory: MB Research Laboratories 
Author: Debra Hall 

Reviewer: Susan Chang 
Study Completion Date: June 17, 2002 

GLP Compliance Statement (40 CFR §160.12): Included 

Test Material: 23 75.01 (Kleenex Brand Anti-Viral Tissue #2), white tissue with blue dots 
Positive Control M;tterial: Dinitrochlorobenzene (DNCB) 

Species: Hartley guinea pigs. 
Weight: Males: 318-358 g, Females: 291-344 g 
Source: Elm Hill Breeding Labs, Inc., Chelmsford, MA 

Method: Buehler 

Summary: 

1. This product is not a dermal sensitizer. 
2. Classification: Acceptable 

Age: Approximately 4 weeks 

Procedure (Deviation From §81-6, 870.2600): No deviations were noted. 

Procedure: For the induction, a 20 mm x 20 mm section of the test material moistened with 0.1 mL 
of distilled water was applied to the· clipped left shoulder area (blue dots against dosing area) under 
occlusion for six hours once each week for three weeks to 10 males and 10 females. Fourteen days 
after the last induction exposure, the animals were challenged with the test material using the same 
procedure as the induction under occlusion at naive sites for 6 hours. A naive control group (5 males 
and 5 females) was treated with the test material at challenge only. Reactions were scored 24 and 
48 hours post exposure. 

Results: No reaction was noted on any test animal after induction and challenge. The naive control 
animals had no reaction after challenge. An historical positive control study was not included with 
the original study report, but one was later cited (MRID 455757-09) and a copy Faxed to Product 
Science Branch at EPA. Dinitrochlorobenzene was the positive control substance; the results were 
appropriate. 
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MEMORANDUM: 
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#2" 
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Case No: 072433 
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Regulatory Management Branch II 
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2100 Winchester Road 
Neenah, WI 54957 

Formula~ion From Label: 

Active lngredient(s) % by wt. 
Citric Acid................................................................... 7.51°/o 
Sodium Lauryl Sulfate................................................. 2.02% 
Inert lngredient(s) ................................................... 90.47% 
Total ......................................................................... 100.00°/o 



BACKGROUND 

The product, Kleenex Brand Anti-Viral" Tissue #2 (EPA Reg. No. 9402-RN), is a 
new "end-use" product. The applicant requested to register this virucidal facial tissue 
for use in hospitals, schools, churches, day care facilities, and physicians' offices. The 
environmental "surface" on which the product is intended to be active is the tissue itself. 
All laboratory studies were conducted at Hill Top Research, Inc., located at Main and 
Mill Streets in Miamiville, Ohio 45147. 

This data package contained EPA Form 8570-4 (Confidential Statement of 
Formula}, five laboratory studies (MRID Nos. 457138-11 through 457138-15}, 
Statements of No Data Confidentiality Claims for all five laboratory studies, one 
confidential consumer survey study (MRID No. 457229-01 ), and the proposed label. 

II USE DIRECTIONS 

No specific directions for use (including the surface to be disinfected} are 
provided in the label section "Directions for Use." The proposed label directions state: 

"Use to help prevent the spread of viruses*." 
"Complete inactivation of viruses* within 15 minutes after contact." 
"Dispose of used tissues in a normal fashion. Do not reuse empty container." 

Ill AGENCY STANDARDS FOR PROPOSED CLAIMS 

Impregnated Towelettes for Hard Surface Disinfection- Single-Use Towelette 

The complete product, as offered for sale, should be tested according to 
directions for use to ensure effectiveness in disinfecting hard surfaces. Basic efficacy 
data requirements in DISfTSS-1 are required. Additionally, a modification of the AOAC 
Germicidal Spray Products Test should be employed, using one towelette to wipe the 
surface of each glass slide carrier, subculturing the slides, expressing the liquid from 
the used towelette, and subculturing the expressed liquid. Sterile gloves should be 
used to handle the towelette, and the towelette should be rotated between each wipe 
so as to expose a maximum amount of towelette surface area. Supplemental 
recommendations in DISfTSS-2 should be met, and data reporting requirements of 
DISfTSS-3 should be met. These standards are provided in "Efficacy Data 
Requirements: Pre-Saturated or Impregnated Towelettes for Hard Surface 
Disinfection." 
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Disinfectants for Use on Hard Surfaces in Hospital or Medical Environments 

The effectiveness of disinfectants for use on hard surfaces in hospital or medical 
environments must be substantiated by data derived using the AOAC Use-Dilution 
Method (for water soluble powders and liquid products) or the AOAC Germicidal Spray 

Products Test (for spray products). Sixty carriers must be tested with each of 3 product 
samples, representing 3 different batches, one of which is at least 60 days old, against 
Salmonella choleraesuis (ATCC 1 0708), Staphylococcus au reus (ATCC 6538), and 
Pseudomonas aeruginosa (ATCC 15442). To support products labeled as 
"disinfectants," killing on 59 out of 60 carriers is required to provide effectiveness at the 
95% confidence level. The above Agency standards are pre~ented in DIS/TSS-1. 

Virucides 

The effectiveness of virucides against specific viruses must be suprorted by 
efficacy data that simulates, to the extent possible in the laboratory, the conditions 
under which the product is intended to be used. Carrier methods that are modifications 
of either the AOAC Use-Dilution Method (for liquid disinfectants) or the AOAC 
Germicidal Spray Products Test (for spray disinfectants) must be used in developing 
data for virucides intended for use upon dry inanimate, environmental surfaces (e.g., 
floors, tables, cleaned dried medical instruments). To simulate in-use conditions, the 
specific virus to be treated must be inoculated onto hard surfaces, allowed to dry, and 
then treated with the product according to the directions for use on the product label. 
One surface for each of two different batches of disinfectant must be tested against a 
recoverable virus titer of at least 104 from the test surface for a specified exposure 
period at room temperature. Then, the virus must be assayed by an appropriate 
virological technique, four replicates per dilution. The calculated viral· titers must be 
reported with the test results. For the data to be considered acceptable, results must 
demonstrate complete inactivation of the virus at all dilutions. When cytotoxicity is 
evident, at least a 3-log reduction in titer must be demonstrated beyond the cytotoxic 
level. These Agency standards are presented in DIS/TSS-7. 

IV COMMENTS ON THE SUBMITTED EFFICACY STUDIES 

1. MRID 457138-11 "Virucidal Efficacy of Facial. Tissue For Treated and 
Untreated Tissue Against Rhinovirus 1A, ATCC VR-1364" for Kleenex 
Brand Anti-Viral Tissue #2, by Kathleen A. Baxter. Study conducted at Hill 
Top Research, Inc. Study completion date- June 13, 2002. 

This study was conducted against Rhinovirus 1A (ATCC VR-1364) using Wl-38 
cells (source not identified) as the host system. The study protocol followed a 
modification of ASTM MethodE 1053-97, Standard Test Method for Efficacy of 
Virucidal Agents Intended for Inanimate Environmental Surfaces; a major modification . 

!(;~ 
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was the use of 1-inch-square "disks" of tissue as the carrier in lieu of glass slides. The 
carriers were inoculated with undried virus (presence of organic soil load not indicated), 
and held for the indicated contact time. Three (3) lots of product were tested (Lot Nos. 
3-7-02-4A, 3-7-02-48, 3-7-02-4C (60 Day Stability Sample)) and compared against 
untreated tissue control disks (Lot No. 3-7-02-4D). Two disks punched out of individual 
tissue sheets prior to inoculation with test virus were placed side by side in a sterile 60 
mm glass Petri plate in a laminar flow hood at 24±3°C. Each disk was inoculated with 
100 l-JL of test virus distributed uniformly in a spiral fashion from the center of the disk. 
After 15 minutes exposure at 24±3°C, the product was neutralized by flooding with 5.0 
mL of neutralizer (bovine serum albumin/HEPES buffer/sodium hydroxide solution). 
Contents of the Petri plate were transferred to a test tube and vortexed 30-40 seconds. 
Ten-fold serial dilutions (diluent not specified) were prepared and Wl-38 cells were 
inoculated according to current Hill Top Research SOP 11-DISF-20-0028. ·The cell 
plates were incubated at 33±1 oc for 3 days ± 4 hours in 5±1 C02• The cells were 
examined for unspecified cytopathic effect. Controls induded virus controls, neutralizer 
effectiveness, and cytotoxicity. Viral and toxicity titers were calculated by the method of 
Reed and Muench (1938). 

2. MRID 457138-12 "Virucidal Efficacy of Facial Tissue For Treated and 
Untreated Tissue Against Rhinovirus 2, ATCC VR-482" for Kleenex Brand 
Anti-Viral Tissue #2, by Kathleen A. Baxter. Study conducted at Hill Top 
Research, Inc. Study completion date- June 13, 2002. 

This study was conducted against Rhinovirus 2 (ATCC VR-482) using Wl-38 
cells (source not identified) as the host system. The study protocol followed a 
modification of ASTM MethodE 1053-97, Standard Test Method for Efficacy of 
Virucidal Agents Intended for Inanimate Environmental Surfaces; a major modification 
was the use of 1-inch-square "disks" of tissue as the carrier in lieu of glass slides. The 
carriers were inoculated with undried virus (presence of organic soil load not indicated), 
and held for the indicated contact time. Three (3) lots of product were tested (Lot Nos. 
3-7-02-4A, 3-7-02-48, 3-7-02-4C (60 Day Stability Sample)) and compared against 
untreated tissue control disks (Lot No. 3-7-02-4D). Two disks punched out of individual 
tissue sheets prior to inoculation with test virus were placed side by side in a sterile 60 
mm glass Petri plate in a laminar flow hood at 24±3°C. Each disk was inoculated with 
100 l-JL of test virus distributed uniformly in a spiral fashion from the center of the disk.· 
After 15 minutes exposure at 24±3°C, the product was neutralized by flooding with 5.0 
mL of neutralizer (bovine serum albumin/HEPES buffer/sodium hydroxide solution). 
Contents of the Petri plate were transferred to a test tube and vortexed 30-40 seconds. 
Ten-fold serial dilutions (diluent not specified) were prepared and Wl-38 cells were 
inoculated according to current Hill Top Research SOP 11-DISF-20-0028. The plates 
were incubated at 33±1 oc·for 3 days ± 4 hours in 5±1 C02• The cells were examined for 
unspecified cytopathic effect. Controls included virus controls. 
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Note: The MRID referenced a neutralizer effectiveness study conducted under HTR 
Study No. 02-120089-106 using the same cell line (i.e., Wl-38 cells) and the same 
product. This HTR study is MRID No. 457138-11 (see above). 

3. MRID 457138-13 "Virucidal Efficacy of Facial Tissue For Treated and 
Untreated Tissue Against Influenza A, ATCC VR-1469" for Kleenex Brand 
Anti-Viral Tissue #2, by Kathleen A. Baxter. Study conducted at Hill Top 
Research, Inc. Study completion date- June 12, 2002. 

This study was conducted against Influenza A (ATCC VR-1469) using MOCK cells 
(source not identified) as the host system. The study protocol followed a modification of 
ASTM Method E 1053-97, Standard Test Method for Efficacy of Virucidal Agents 
Intended for lnanim.9te Environmental Surfaces; a major modification was the use of 1-
inch-square "disks" of tissue as the carrier in lieu of glass slides. The carriers were · 
·inoculated with undried virus (presence of organic soil load not indicated), and held for 
the indicated contact time. Three (3) lots of product were tested (lot Nos. 3-7-02-4A, 3-
7-02-48, 3-7-02-4C (60 Day Stability Sample)) and compared against untreated tissue 
control disks (lot No. 3-7-02-40). Two disks punched out of individual tissue sheets 
prior to inoculation with test virus were placed side by side in a sterile 60 mm glass Petri · 
plate in a laminar flow hood at 24±3°C. Each disk was inoculated with 100 1-JL of test 
virus distributed uniformly in a spiral fashion from the center of the disk. After 15 
minutes exposure at 24±3°C, the product was neutralized by flooding with 5.0 ml of 
neutralizer (bovine serum albumin/HEPES buffer/sodium hydroxide solution). Contents 
of the Petri plate were transferred to a test tube and vortexed 30-40 seconds. Ten-fold 
serial dilutions (diluent not specified) were prepared and MOCK cells were inoculated 
according to current Hill Top Research SOP 11-DISF-20-0037. The plates were 
incubated at 33±1 oc for 7±1 days in 5±1% C02. The cells were examined for 
unspecified cytopathic effect. After 7±1 days, a hemagglutination assay was 
conducted. Controls included virus controls, neutralizer effectiveness, and cytotoxicity. 
Viral and toxicity titers were calculated by the method of Reed and Muench (1938). 

4. MRID 457138-14 "Virucidal Efficacy of Facial Tissue For Treated and 
Untreated Tissue Against Influenza B, CDC ID# 2001701156" for Kleenex 
Brand Anti-Viral Tissue #2, by Kathleen A. Baxter. Study conducted at Hill 
Top Research, Inc. Study completion date- June 12, 2002. 

This study was conducted against Influenza 8 (CDC ID# 2001701156) using 
MOCK cells (source not identified) as the host system. The study protocol followed a 
modification of ASTM MethodE 1053-97, Standard Test Method for Efficacy of 
Virucidal Agents Intended for Inanimate Environmental Surfaces; a major modification 
was the use of 1-inch-square "disks" of tissue as the carrier in lieu of glass slides. The 
carriers were inoculated with undried virus (presence of organic soil load not indicated), 
and held for the indicated contact time. Three (3) lots of product were tested (Lot Nos. 
3-7-02-4A, 3-7-02-48, 3-7-02-4C (60 Day Stability Sample)) and compared against 
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untreated tissue control disks (Lot No. 3-7-02-40). Two disks punched out of individual 
tissue sheets prior to inoculation with test virus were placed side by side in a sterile 60 
mm glass Petri plate in a laminar flow hood at 24±3°C. Each disk was inoculated with 
100 !JL of test virus distributed uniformly in a spiral fashion from the center of the disk. 
After 15 minutes exposure at 24±3°C, the product was neutralized by flooding with 5.0 
mL of neutralizer (bovine serum albumin/HEPES buffer/sodium hydroxide solution). 
Contents of the Petri plate were transferred to a test tube and vortexed 30-40 seconds. 
Ten-fold serial dilutions (diluent not specified) were prepared and MOCK cells were 
inoculated according to current Hill Top Research SOP 11-DISF-20-0038 .. The plates 
were incubated at 33°C for 7±1 days in 5±1% C02• The cells were examined for 
unspecified cytopathic effect. After 7±1 days, a hemagglutination assay was 
conducted. Controls included virus controls. 

Note: The MRID referenced a neutralizer effectiveness study conducted under HTR 
Study No. 02-120048-106 using the same cell line (i.e.,· MOCK cells) and the same 
product. This HTR study is MRID No. 457138-13 (see above). 

5. MRID 457138-15 "Virucidal Efficacy of Facial Tissue For Treated and 
Untreated Tissue Against Respiratory Syncytial Virus, ATCC VR-26" for 
Kleenex Brand Anti-Viral Tissue #2, by Kathleen A. Baxter. Study 
conducted at Hill Top Research, Inc. Study completion date- June 13, 
2002. 

This study was conducted against Respiratory Syncytial Virus (ATCC VR-26) 
using LLMK2 cells (source not identified) as the host system. The study protocol . 
followed a modification of ASTM MethodE 1053-97, Standard Test Method for Efficacy 
of Virucidal Agents Intended for Inanimate Environmental Surfaces; a major 
modification was the use of 1-inch-square "disks" of tissue as the carrier in lieu of glass 
slides. The carriers were inoculated with undried virus (presence of organic soil load 
not indicated), and held for the indicated contact time. Three (3) lots of product were 
tested (Lot Nos. 3-7-02-4A, 3-7-02-48, 3-7-02-4C (60 Day Stability Sample)) and 
compared against untreated tissue control disks (Lot No. 3-7-02-40). Two disks 
punched out of individual tissue sheets prior to inoculation with test virus were placed 
side by side in a sterile 60 mm glass Petri plate in a laminar flow hood at 24±3°C. Each 
disk was inoculated with 1 00 !JL of test virus distributed uniformly in a spiral fashion 
from the center of the disk. After 15 minutes exposure at 24±3°C,the product was 
neutralized by flooding with 5.0 mL of neutralizer (bovine serum albumin/HEPES 
buffer/sodium hydroxide solution). Contents of the Petri plate were transferred to a test 
tube and vortexed 30-40 seconds. Ten-fold serial dilutions (diluent not specified) were 
prepared and LLMK2 cells were inoculated according to current Hill Top Research SOP 
11-DISF-20-0041 A. The plates were incubated at 37±1 oc for 10 days ± 4 hours in 
5±1% C02. The cells were examined for unspecified cytopathic effect. Controls 
included virus controls, neutralizer effectiveness, and cytotoxicity. Viral and toxicity 
titers were calculated by the method of Reed and Muench (1938). 
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6. MRID 457229-01 "Consumer Survey: Facial Tissue Life Study, Project 
FACT (Flu and Cold Tissue)," Author, Completion Date, and Performing 
Laboratory Not Applicable 

This study was conducted to obtain information about facial tissues. The 
applicant is claiming the nature of this study and its results as confidential. This 10-
page document describes the study and presents the results. The applicant intends to 
use the information in developing a marketing strategy for the product, Kleenex Brand 
Anti-Viral Tissue #2. 

V RESULTS 

Reduction of viral titer 

MRID Organism Lot No. Lot No. Lot No. Cytotoxicity 
Number 3-7-02-4A 3-7-02-48 3-7-02-4C 

457138-11 Rhinovirus 1 A complete complete complete No cytotoxicity 
inactivation inactivation inactivation observed 

Avg. titer control 4.21og 10 4.21og 10 3.71og10 

(TCIDsof0.1 ml) 

457138-12 Rhinovirus 2 complete complete complete No cytotoxicity data 
inactivatior. inactivation inactivation provided 

Avg. titer contrcl 3.61og 10 3.61og 10 3.6 log10 

(TCIDsc/0.1 ml) 

457138-13 Influenza A complete complete complete No cytotoxicity 
inactivation inactivation inactivation observed 

Avg. titer control 4.9 ·log10 4.91og 10 3.91og 10 

(TCIDsc/0.1 ml) 

457138-14 Influenza B complete complete complete No cytotoxicity data 
inactivation inactivation inactivation provided 

Avg. titer control 4.91og 10 4.91og 10 >4.81og 10 

(TCIDsc/0.1 ml) 

457138-15 Respiratory complete complete complete No cytotoxicity 
Syncytial Virus inactivation inactivation inactivation observed 

Avg. titer control 5.51og 10 5.51og10 4.91og 10 

(TCIDsof0.1 ml) 
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VI CONCLUSIONS· 

1. The submitted efficacy data (MRID Nos. 457138-11 and 457138-13 through -15) 
appear to sup.port the use of the product, Kleenex Brand Anti-Viral Tissue #2, as a 
virucide when tested against the following microorganisms for a contact time of 15 
minutes: 

Influenza A 
Influenza B 
Respiratory Syncytial Virus 
Rhinovirus 1 A 

Complete inactivation was observed for all dilutions assay~d. [The laboratory used a 
>3-log reduction in titer as the performance standard.] No cytotoxicity was observed in 
studies against Rhinovirus 1A, Influenza A, or Respiratory Syncytial Virus. Cytotoxicity 
data were not provided for the study Influenza B (MRIO. No. 457138-14); rather the 
MRID referenced cytotoxicity data th;:~t had been developed for the same cell line and 
the same product in support of another study (MRID No. 457138-13). The Agency also 
notes that there was no specific description of the characteristics of the cytopathic 
effects produced by each of the test viruses in the cell monolayer- quantitation using 
cytopathic effect, which can be subjective, is less desirable than objective techniques 
such as immunofluorescence. Finally, DIS!TSS-7 indicates that the recoverable virus 
titer must be at least 104

• One of three product lots tested against Rhinovirus 1A 
(MRID No. 457138-11) and Influenza A (MRID No. 457138-13) did not meet that quality 
control requirement. For virucidal efficacy claims, however, only two product lots need 
be tested. 

2. The submitted efficacy data (MRID No. 457138-12) do not appear to support the use. 
of the product, Kleenex Brand Anti-Viral Tissue #2, as a virucide when tested against 
Rhinovirus 2 for a contact time of 15 minutes. Although complete inactivation was 
observed for all dilutions assayed, the recoverable virus titer was not at least 104 for any 
of the product lots tested. 

3. The Agency reviewed the confidential results of the consumer survey (MRID No. 
457229-01) and found no. reason to adjust the conclusion presented above. 

VII RECOMMENDATIONS 

Despite the favorable efficacy study results, the proposed label claims are not 
currently acceptable regarding the use of the product, Kleenex Brand Anti-Viral Tissue 
#2, as a virucide against Rhinovirus 1A and 2, Influenza A and B, and Respiratory 
Syncytial Virus for a contact time of 15 minutes. As noted previously, the study against 
Rhinovirus 2 did not meet the DIS!TSS-7 requirement that the recoverable virus titer 
must be at least 104

• Furthermore, the Agency standards for impregnated towelettes 
for hard surface disinfection do not apply to this impregnated facial tissue. cJ0 
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• EPA's standards for environmental surfaces are hard, inanimate surfaces, either 
porous or non-porous. Based on the study methodology, the tissue itself (as 
opposed to a human face or nose) is the surface of interest. A facial tissue is 
porous and is also soft. 

• The product has not been registered as a disinfectant (i.e., successfully tested 
against bacteria Salmonella choleraesuis and Staphylococcus aureus, with or 
without Pseudomonas aeruginosa). Although three product lots (including a 60-
day..:old lot) were tested in the virucidal studies provided in this data package, the 
Agency will register a product tested merely as a virucide without having met 
basic disinfectant claims in DISfTSS-1. 

• An organic soil load was not mentioned in any of the studies. Although viral 
inoculum is frequently accompanied by some naturally-occurring organic soil 
(e.g., serum), in actual use, the product would be challenged with 100 percent 
organic soil load (e.g., nasal mucus, eye discharge, phlegm, and/or sputum). 
The applicant must provide data about the nature and concentration of the 
organic soil load challenge (if any) employed in these studies. 

• The proposed label claims indicate that the product can be used in hospital 
settings. A mere virucide can not make that claim. The applicant has not 
provided efficacy data against Pseudomonas aeruginosa, which is an Agency 
requirement for a hospital disinfectant claim. 

• The claim for 15 minutes is questionable. A tissue is usually disposed of in 1 or 
. 2 minutes after use. A more appropriate contact time would be 30 seconds. 

• What are the benefits of this product? 

PM Note: As noted earlier, directions for use, a requirement for a pesticide, are not 
clear. Consumers, however, are likely to know how to use a facial tissue. PSB is·not 
certain what should be included in the directions for use, but at a minimum, the 
probable source of the viral load (e.g., nose blowing) and the surface being treated (the 
tissue itself) need to be mentioned. In addition, the current instruction "Dispose of used 
tissues in a normal fashion" might be better phrased as "Dispose of used tissues· 
promptly." 

Other proposed label wording issues: 

• Other questionable phrases [see page 2" of the label], implying "newness," 
include: "NOW with" and "Introducing a revolution in facial tissues." 

• The PM should review the repeated use of percent kill (99.9%) on the proposed 
label [see page 2 of the label]; although accurate, this is not the Agency's / 
virucidal performance standard in the absence of cytotoxicity. (p J, 
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• The proposed label repeatedly indicates the product's ability to "kill 99.9% of 
virus*" [see page 2 of the label]; this is an incomplete phrase and is not 
acceptable. However, "kill virus* on the used facial tissue in 15 minutes" may be 
more acceptable. 

• Optional terms suggested on the proposed label [see page 3 of the label] include 
"clinically" testing efficacy; only non-clinical (i.e.,. no human subject) efficacy 
study reports were provided with this data package. 
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TO: 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

OFFICE. OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 
Antimicrobials Division 

November 8, 2002 
SUBJECT: PRODUCT CHEMISTRY REVIEW OF: 

Kleenex® Brand Anti-Viral Tissue #2 

DP Barcode:D284616 
Manufacturing-use [X] OR 

Reg. No. Or File Symbol: 9402-Rl'l 
End-use Product [] 

Adam Heyward I Drusilla Copeland 
PM Team 34 

FROM: Juan F. Negron, Chemist~~ 
Product Science Branch, CT Team 

2 Antimicrobial Division (7510C) ct. / [n 
Karen P. Hicks, CT Team Leader ~ , ' , · J 
Product Science Branch -~ -- v 

Antimicrobial Division (751 OC) · J l ./ I VJ ..J) 

THRU: 

THRU: Michele E. Wingfield, Chief 
Product Science Branch 

Antimicrobial Division (7 51 OC) 

APPLICANT: Kimberly- Clark Corp 

Product Formulation 
Active Ingredient(s) 

Citric acid 
Sodium lauryl sulfate 

%by wt. 

7.51 
2.02 
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I. BACKGROUND: The registrant has withdrawn (January 2002) the registration application 
for Kleenex® Brand Anti-Viral Tissue (EPA Reg. No. 9402-1) and submitted the required 
materials for registration of Kleenex® Brand Anti-Viral Tissue #2 (EPA Reg. No. 9402- RN). 
In a letter dated 7/5/2002, the registrant indicates that citric acid is widely used in numerous 
foods and sodium lauryl sulfate is used as surfactant in shampoos, skin cleaners, and bath and 
shower products. The letter also indicates that the company has marketed a silicone treated 
tissue - Kleenex® UltraSoft Facial Tissue that contains "similar inert ingredients at similar 
concentrations as those used in Kleenex® Brand Anti-Viral'tissue #2." · 

FINDINGS 

1. The registrant has submitted the following: Confidential Statements of Formula (CSF) dated 
7/5/02 & 10114/02; flu and cold tissue spike recovery data, dated 10/4/02; sodium lauryl 
sulfate and citric acid methods; Data Matrix, EPA Form 8570-35 dated 7/5/02; letters dated 
7/5/02 and 10/14/02; Volume 1, Product Identity and Composition, Description of Beginning 
Materials, Manufacturing Process, Discussion of Potential Impurity Formation, MRJD #. 
457138-01; Volume 2, Analysis and Certification of Product Ingredients and Analytical 
Method to Verify Certified Limits, MRlD # 457138-02; Volume 3, Verification of Active 
Ingredients, Storage stability and Weight of Dry Tissue; Volume 4, Storage stability and 
Weight of Dry Tissue, MRID # 457138-04; the label. 

2. The CSF, dated 7/5/02, is obsolete. 

3. The CSF, dated 10/14/02, is the. revised CSF. 

4. The registrant submitted a pre-· & post-reaction CSF. 

5. The pre-reaction CSF is a virucidal coating containing an aqueous solution of citric acid and 
sodium lauryl sulfate (SLS) i~ 

6. The SLS purity has been reported in the pre-reaction CSF. However, the post-reaction CSF 
does not report the purity. 

7. Th-is removed in the oo::;I-r·ea(;nc1n 
sodi\rm lauryl sulfate. The 

tissue contains Citric acid and 
added during 

the post-reaction. 

8. The registrant is requesting a wider range for the AI and its inerts, and they are acceptable. 
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inerts have not been cleared by the Agency: 

10. The registrant has unregistered sources. 

11. The manufacturing process that describes the viral coating made from the active ingredients 
is shown in volume one (MRID #457138-01) page 17,18,19,20 & 23 of25. 

12. No physical/chemical characteristics were reported except for the information on the CSF. 
The data matrix states "not applicable" on the "Generic Data Matrix." Therefore, the "End­
use Data Matrix" reported ''Not Applicable." 

--· 
. ~---- .. -.. _ 13. No .CAS Nos. were provided for the inerts-~d 

on the CSF. The study (MRID 45713801, page 4) indicates that the CAS Nos. "will be 
provided directly to the Agency the " A MSDS of-is included in the 
study. No MSDS for found in the study. 

concentration. 

15. The registrant had submitted an amendment for the analytical enforcement method, and a "flu 
and Cold Tissue Spike Recovery Data"that shows how the method performs when assaying 
the Ais (see letter dated 1 0/14/92) from the tissue. 
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RECOMMENDATIONS · 

1. The CSF, dated 10/14/02, is not acceptable. The CSF consisted of two CSFs for a pre- & 
post-reaction CSF. 

2. 

3. The registrant must type" List 4" under the column 12 for the AI citric acid. 

4. The registrant should type "pre-reaction" in addition to the product name in box 3 in the pre­
reaction CSF. 

5. The registrant should type "post-reaction" in addition to the produ~t name in box 3 in the 
post-reaction CSF. 

6. ~eeds to provide the CAS numbers for-and 
~ntheCSF. 

7. The registrant should report the purity of SLS in the post-reaction CSF. 

8. The-~d not have clearance as inerts. 
The registrant must request from the suppliers the following: 
• The chemical names of all the components in the ingredient 
• The CAS numbers of all the components 
• The percentage amounts of each of the components in the ingredient (Total must equal 
. 100%, although ranges are acceptable.) 

Conclusion 

The CSF, dated 10/14/02, is not acceptable. The CSF and the label have the same nominal. 
The registrant must address all requirements, recommendations, and concerns mentioned above. 
The StS is under the title "21 CFR 178.1010 Sanitizing solutions", and the guideline states that 
the compound may be used safely on food-processing equipment and utensils, and on other food­
contact articles, milk containers or · as it · in the section. The registrant 
must clear the · 

Page 4 of 8 

·\ 
\ 



IV. PRODUCT CHEMISTRY REVIEW: 

9. CONFIDENTIAL STATEMENT OF FORMULA (CSF): 

1 a. Type of manufacturing process and source active ingredient registration ~~-~ 
• Non-integrated formulation system (i.e., all TGAI in product are registered) [ x] .;:;_ 
• Integrated production system [ ] 
• if "ME-TOO," specify EPA Reg. # of existing product: 

and Certified Limits 

EPA Reg. II: 9402-RN 

CAS Reg. II 
_PC 
Code 

EPA 
Reg. II 

Ingredient concentration in product, % w/w 
t-----.------.-------l Purpose in 

Nominal u limi~ Lower limit formulation 

77-92-9 021801 9.11 6.00 

151-21-3 079011 2.44 1.61 

lb. Clearance ofinerts for non-food or food use: 
Clearedforfooduseunder40CFR§180.1001; Yes[] No[x] NA[] 

lc .. The chemical identity, composition (including that for the TGAI), density, pH, and 
flammability on the CSF are consistent with guidelines in OPPTS Series 830, Part A 
and OPPTS 830.7300, 830.7000, and 830.6315 respectively: Yes [ x ]* No [ ] 
*Note: Not applicable for pH and flammability as indicated on the "End Use Data 
Matrix" in the submission. 

ld. Nominal Concentrations and Certified Limits for active ingredients are: 
Acceptable [ x ] Not acceptable [ ] 

le. Nominal Concentrations and Certified Limits for inert ingredients are: 
Acceptable [ x ] Not acceptable [ ] Not applicable [ ] 
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lf. For products produced by an integrated formulation system: 
• All impurities of toxicological significance have an Upper Certified Limit? 

Yes [] · No [ ] Not applicable [ x] 
• All impurities of ;;;.: 0.1% in the product have been identified? 

Yes [ ] No [ ] Not applicable [ x ] 

10. PRODUCT LABEL: 

2a. The active ingredients statement (chemical IDs and Nominal Concentrations) on the 
label is consistent with the CSF? Yes [ x ] No [ ] 

2b. The product contains one of the following: 
• 10% or more of a petroleum distillate: Yes [ ] _ No [ x ] 
• 1.0% or more of methyl alcohol: Yes [ ] No [ x ] 
• sodium nitrite at any level: Yes [ ] No [ x ] 
~ a toxic List 1 inert at any level: Yes [ ] No [ x ] 
• arsenic in any form: Yes [ ] No [ x ] 

2c. If Yes to any of the above, does the inert ingredients statement contain a footnote 
indicating this? Yes [ ] No [ ] Not applicable [ x ] 

2d. The appropriate warning statement regarding flammability or explosive characteristics 
of the product are listed on the label? Yes [ ] No [ ] Not applicable [X] 

2e. The storage and disposal instructions for the pesticide and container are in compliance 
with PR Notice 84-1 for household use products or PR Notice 83-3 for all other uses? 
Yes [ x ] No [ ] · 

2f. Does the product require an expiration date at which time the Nominal Concentration 
falls below the Lower Certified Limit (based on the one year storage stability data or 
other information)? Yes [ ] No [ ]* 
*Note: Unknown, storage stability study is in progress. 
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11. OPPTS SERIES §830 GUIDELINES: 

TABLE 2. Product Chemistry Series 830, Part A 

OPPTS Guideline 
Acceptance of MRID No. and other 
Information* Source 

830.1550 Chemical 101 A 45713801 

830.1600 Description of Materials A 45713801 

830.1620 Production Process2 NA 

830.1650 Formulation Process3 u 45713801 

830.1670 Discussion of Impurities4 A 45713801 

830.1700 Preliminary Analysis5 A" 45713802 

830.1750 Certified Limits6 A 45713802 

830.1800 Analytical Method for Als A 45713803 

*ExplanatiOn: A=acceptable; N=not acceptable; NA=techmcally not applicable; NR= not reqmred, 
G=data gap; U=requires upgrading; W=waived; E=EP A estimate. 

'See Table I of Product Chemistry Review for additional information. 

2For MP or EP products manufactured by an integrated production system. 

3For products manufactured by a non-integrated system (i.e., using a registered TGAI or MP). 

4May be waived unless actual/possible impurities are of toxicological concern. 

5Five batch analysis required for products produced by an integrated production system. 

' 

-

6If different from standard Certified Limits recommended in 40 CFR 158.175, discussed under "Findings" of the 
Product Chemistry Review. 

Four batches of citric acid, five batches of sodium lauryl sulfate, and three samples ofthe end-use product were 
analyzed. 
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TABLE 3. Product Chemistry Series 830, Part B 

PhysicaVChemical Properties 
Acceptance Value or qualitative MRID No. and 

of data* description** other source 

830.6302 Color Not applicable' 

830.6303 Physical State A Silicone coated tissue 45713801 

830.6304 Odor Not applicable' 

830.6314 Oxidation/Reduction Not applicable' 

830.6315 Flammability/Flash Pt Not applicable' CSF 

830.6316 Explodability Not applicable' 

830.6317 Storage Stability In progress 45713803, 
45713804 

830.6320 Corrosion Character Not applicable' 

830.7000 pH Not applicable' 

830.7100 Viscosity Not applicable' 

830.7300 Density/sp. gravity A 26.77 lbs/2880 ff CSF 

*Explanation: A=acceptable; N=not acceptable; NA=technically not applicable; NR= Not required 
G=data gap; U=requires upgrading; W=waived; E=EPA estimate. 

As reported on "End Use Data Matrix" 
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DATA EVALUATION RECORD 

CITRIC ACID 
SODIUM LAURYL SULFATE 

(KLEENEX® BRAND ANTI-VIRAL TISSUE #2) 

STUD\' TYPES: Product Identity and Composition (OPPTS 830.1550) 
Description of Beginning Materials (OPPTS 830.1600) 
Description of Formulation Process (OPPTS 830.1650) 
Discussion ofFormation oflmpurities (OPPTS 830.1670) 
Preliminary Analysis (OPPTS 830.1700) . 

Primary Reviewer: 
Susan Chang, M.S. 

Certified Limits (OPPTS 830.1750) 
Enforcement Analytical Method (OPPTS 830.1800) 
Physical and Chemical Characteristics (OPPTS 830.6302-830.7950) 

MRIDs 45713801, 45713802, 45713803, and 45713804 

Prepared for 
Antimicrobials Division 

Office of Pesticide Programs 
U.S. Environmental Protection Agency 

1921 Jefferson Davis Highway 
Arlington, VA 22202 

Prepared by 
Toxicology and Hazard Assessment Group 

Life Sciences Division 
Oak Ridge National Laboratory 

Oak Ridge, TN 37830 
· Action No. K396 

Signature: 
Date: 

Secondary Reviewers: 
Sylvia Milanez. Ph.D .. D.A.B.T. Signature: 

Date: SEP 0 9 2002 

S. ~ ~~ ~- ~ 1gnature: ~ tQ.. 

Date: SEP 0 9~ 

Signature· J A · /M 
Date: .; SEP 0 9 2002 

Robert H. Ross. M.S .. Group Leader 

Quality Assurance: 
Lee Ann Wilson. M.A. 

Disclaimer 
This review may have been altered subsequent to the contractor's signatures above. 

Oak Ridge National Laboratory managed and operated by UT-Battelle, LLC., for the U.S. Department of Energy under 
Contract No. DE-AC05-000R22725. 



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, DC 20460 

SUBJECT: 

DP Barcode: 

Reg. No. or File 
Symbol 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 
Antimicrobials Division 

September 9, 2002 

PRODUCT CHEMISTRY REVIEW OF: Kleenex® Brand Anti-Viral Tissue 
#2 

D284616 

9402-RN 

TGAI!Manufacturing-use Product [ ] OR End-use Product [ x] 

TO: (Team leader/Regulator) 
PM Team(#) 

FROM: 

THRU:: 

THRU: 

(Reviewer), Chemist 
Product Science Branch, CT Team 
Antimicrobials Division (751 OC) 

Karen P. Hicks, CT Team Leader 
Product Science Branch 
Antimicrobials Division (751 OC) 

Michele E. Wingfield, Chief 
Product Science Branch 
Antimicrobials Division (751 OC) 

Product Formulation 
Active Ingredients % by wt. 
Citric acid 7.51% 
Sodium lauryl sulfate 2.0% 

I. BACKGROUND: The registrant has withdrawn (January 2002) the registration application 
for Kleenex® Brand Aiiti-Viral Tissue (EPA Reg. No. 9402-1) and submitted the required 
materials for registration of Kleenex® Brand Anti-Viral Tissue #2 (EPA Reg. No. 9402-RN). 
In a letter dated 7/5/2002, the registrant indicates that citric acid is widely used in numerous 
foods and sodium lauryl sulfate is used as surfactant in shampoos, skin cleaners, and bath and 
shower products. The letter also indicates that the company has marketed a silicone treated 
tissue- Kleenex® UltraSoft Facial Tissue that contains "similar inert ingredients at similar 
concentrations as those used in Kleenex® Brand Anti-Viral tissue #2." 
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II. FINDINGS: 

1. The manufacturing process did not describe how the viral coating was made from the active 
ingredients. 

2. No physical/chemical cl)aracteristics was reported except the information on the CSF. The 
data matrix states "not applicable". 

3. No CAS Nos. were provided for the inerts . . ··---. 
. -- ------ -

on the CSF. The study (MRID 45713801, page 4) md1cates that the CAS Nos. ''will be 
provided directly to.the by the supplier.': A MSDS_of-s included in the 
study. No MSDS for 

4. No PC codes were found-for the inerts 
5. The certified upper and lower limits 

recommended range. A "note to 
active ingredients and the in~rt 

the submission explains .the wide limits for the s;· 
states that the limits of the~ t~ 

falls within the recommended This is incorrect, the upper limit is actually · 
-and the lower li~it is 
· states that the certified limits for the 

the nominal concentration. In fac~ 45713802 
range from- ~fthe nominal · .. ; ,. ---- ---

concentration. 

III. RECOMMENDATIONS: 

1. The applicant needs to provide more details of the manufac~_~ess. 
2. The applicant needs to provide CAS Nos. and PC codes for- and ___ ...... __ _ 

on the CSF. 
·-- . 

--- - .~ 

3. The applicant needs to submit the one-ye_ar storage stability study results when they are 
completed. 

~­.' -c 

4. If the storage stability study indicates an expiration date is needed, the applicant needs to add "Z. 
;l'"t 

this to theproduct label. g 
5. The applicant needs to explain why physical and chemical characteristics are not applicable. s; 

ij 

IV. PRODUCT CHEMISTRY REVIEW: 

6. CONFIDENTIAL STATEMENT OF FORMULA (CSF): 

la. Type of manufacturing process and source active ingredient registration 
• Non-integrated formulation system (i.e., all TGAI in product are registered) [ x] 
• Integrated production system [ ] 
• if"ME-TOO," specify EPA Reg.# of existing product: 
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PC EPA 
Code Reg.## 

1------r-------r-------1 Purpose in 
formulation 

Active 

Active 

lb. Clearance ofinerts for non-food or food use: 
Cleared for food use under 40 CFR § 180.1001: Yes [ ] No [ x ] NA [ ] 

lc. The chemical identity, composition (including that for the TGAI), density, pH, ar1d 
flammability on the CSF are consistent with guidelines in OPPTS Series 830, Part A 
and OPPTS 830.7300, 830.7000, and 830.6315 respectively: Yes [ x ]* No [ ] 
*Note: Not applicable fo~ pH and flammability as indicated ·on the "End Use Data· 
Matrix" in the submission. 

ld. Nominal Concentrations and Certified Limits for active ingredients are: 
Acceptable [ x ] Not acceptable [ ] 

le. Nominal Concentrations and Certified Limits for inert ingredients are: 
Acceptable [ x ] Not acceptable [ ] Not applicable [ ] 

lf. For products produced by an integrated formulation system: 
• All impurities oftoxicological significance have an Upper Certified Limit? 

Yes [ ] No [ l Not applicable [ x ] 
• All impurities of~ 0.1% in the product have been identified? 

Yes [ ] No [ ] Not applicable [ x ] 

7. PRODUCT LABEL: 

2a. The active ingredients statement (chemical IDs and Nominal Concentrations) on the 
label is consistent with the CSF? Yes [ x 1 No [ 1 ~ 
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2b. The product contains one of the following: 
• 10% or more of a petroleum distillate: Yes [ ] 
• I. 0% or more of methyl alcohol: Yes [ ] 
• sodium nitrite at any level: Yes [ ] 
• a toxic List 1 inert at any level: Yes [ ] 
• arsenic in any form: Yes [ ] 

No[x] 
No[x] 
No[x] 
No[x] 
No[x] 

2c. If Yes to any of the above, does the inert ingredients statement contain a footnote 
indicating this? Yes [ ] No [ ] Not applicable [ x ] 

2d. The appropriate warning statement regarding flammability or explosive characteristics 
of the product are listed on the label? Yes [ ] No [ ] Not applicable [ x] 

2e. The storage and disposal instructions for the pesticide and container are in compliance , 
with PR Notice 84-1 for household use products or PR Notice 83-3 for all other uses? _ 
Yes [ x] No [ ] 

2f. Does the product require an expiration date at which time the Nominal Concentration 
falls below the Lower Certified Limit (based on the one year storage stability data or 
other information)? Yes [ ] No [ ]* · 
*Note: Unknown, storage stability study is in progress. 
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8. OPPTS SERIES §830 GUIDELINES: 

TABLE 2. Product Chemistry Series 830, Part A 

OPPTS Guideline 
Acceptance of MRID No. and other 
Information* Source 

830.1550 Chemical ID 1 A 45713801 

830.1600 Description of Materials u 45713801 

830.1620 Production Process2 NA 

830.1650 Formulation Process3 u 45713801 

830.1670 Discussion of lmpurities4 A 45713801 

830.1700 Preliminary Analysiss A• 45713802 

830.1750 Certifit;!d Limits6 A 45713802 

830.1800 Analytical Method for Als A 45713803 

*Explanation: A=acceptable; N=not acceptable; NA=technically not applicable; NR= not required, 
G=data gap; U=requires upgrading; W=waived; E=EPA estimate. 

1See Table I of Product Chemistry Review for additional information. 

2For MP or EP products manufactured by an integrated production system. 

3For products manufactured by a non-integrated system (i.e., using a registered TGAI or MP). 

4May be waived unless actuaVpossible impurities are of toxicological concern. 

s.rive batch analysis required for products produced by an integrated production system. 

6If different from standard Certified Limits recommended in 40 CFR 158.175, discussed under "Findings" of 
the Product Chemistry Review. 

Four batches of citric acid, five batches of sodium Iaury! sulfate, and three samples of the end-use product were 
analyzed. 
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TABLE 3. Product Chemistry Series 830, Part B 

PhysicaVChemical Properties 
Acceptance Value or qualitative MRID No. and 

of data* description** other source 

830.6302 Color Not applicable" 

830.6303 Physical State A Silicone coated tissue 45713801 

830.6304 Odor Not applicable" 

830.6314 Oxidation/Reduction Not applicable" 

830.6315 Flammability/Flash Pt Not applicable" CSF 

830.6316 Explodability Not applicable" 

830.6317 Storage Stability In progress 45713803, 
45713804 

830.6320 Corrosion Character Not applicable" 

830.7000 pH Not applicable" 

830.7100 Viscosity Not applicable" 

830.7300 Density/sp. gravity A 26.77 Jbs/2880 fe CSF 

·*Explanation: A=acceptable; N=not acceptable; NA=techmcally not applicable; NR= Not requLTed 
G=data gap; U=requires upgrading; W=waived; E=EPA estimate. 

As reported on "End Use Data Matrix" 
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LEWIS & 
HAR.RJSON 
Consultants In Government Affairs 

Juan Negron, Chemist 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
lax 202.393.3906 

Product Registration Branch 
Antimicrobial Division (751 OC) 
Office of Pesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, CM#2 
Arlington, VA 22202 

re: Kleenex® Brand Anti-Viral Tissue #2 
EPA File Symbol No. 9402-RN 
Registrant: Kimberly-Clark Corporation 
Product Chemistry Issues 

Dear Juan: 

October 14, 2002 

I am writing you as a follow-up to our telephone conference call on Wednesday, October 
2nd regarding certain product chemistry issues you raised concerning Kleenex® Brand Anti­
Viral Tissue #2. The specific issues and Kimberly-Clark's r~sponses are detailed below: 

Issue #1 

Regard Study Volume #3, MRID No. 45713803 (and Study Volume #4, MRID No. 
45713804) the following information/clarification should be provided: 

• Explain bow the bromophenol blue (item 2.2.5 on page 23 of 31) is prepared and 
whether the percentage is weight volume or volume/volume. 

• Identify catalog numbers for the laboratory glassware. 

Explain what the number "1 0" signifies in the equation under item 8.4 on 
page 27 of 31. 
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• Clarify the use of the "blank titer" in the equation under item 7.0 on page 24 
of 31. 

• Explain in more detail the sample preparation procedure. 

• Explain how the percentages of citric acid and sodium lauryl sulfate are calculated. 

Kimberly-Clark Response 
The requested information on bromophenol blue is provided in the revised Standard 
Operating Procedure (SOP) No. 11.5.3, which is attached. The catalog numbers are also 
provided in the revised SOP in the Equipment section (item 3.0). The "1 0" in the equation 
in item 8.4 is the dilution factor and is now shown, in revised SOP No. 11.6.3, as OF. The 
use of the blank titer should not be an issue since the titration for sodium lauryl sulfate is 
a back titration and does not involve the use of a blank tissue. The sample preparation is 
described in more detail in SOP No. 11.6.3, item 6.0. The procedures to determine the 
percentages of citric acid and sodium lauryl sulfate in the treated tissue are provided in 
items 8.5 2nd 8.6 for SOP No. 11.6.3 and in item 7.2 for SOP No. 11.5.3. 

Issue No.2 
Provide information from a spiking study that shows recoveries of citric acid and sodium 
lauryl sulfate from treated tissue. 

Kimberly-Clark Response 
A spiking study showing adequate recoveries is attached. 

Issue No.3 
Provide a "pre-reaction" or "pre-loading" (onto the tissue) CSF that will account for the· 
water in the sodium lauryl sulfate 

Kimberly-Clark Response 
The pre-reaction or pre-loading CSF for the virucidal coating is attached. Note that the 
water is lost during the drying of the tissue after the virucidal coating has been added. 

Issue No.4 
Provide an explanation for the certified limits proposed on the finished product CSF. 

Kimberly-Clark Response @ 
The rationale for the expanded certified limits is attached. In addition, please note that a 
revised CSF for the finished product that identifies the actual percentage of citric acid that 
has been added is also enclosed. 
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·and the 

Kimberly-Clark Response 
It is our understanding that the supplier's of these substances has provided this information 
directly to the Agency. 

Issue No.6 
Clarify the· manufacturing process, in particular. how the virucidal coating is added. 

Kimberly-Clark Response 
As we discussed during our telephone conversation on October 2"d. the virucidal coating 
is added using a. }his process is described on page 
23 of 25 of the Confidentia! Appendix of Volume 1. 

If you nted any additional information, please contact me at (202) 393-3903, ext. 14. 

Sincep, 

":!:11. Harrison 
Agent for Kimberly-Clark 
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LEWIS & 
HAR_RJSON 
Consultants in Government Affairs 

122 C Street, N.W .. Suite 740 
Washington. D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Adam Heyward, Product Manager (34) 
Regulatory Management Branch #2 
Antimicrobial Division (751 OC) 
Office of Pesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, Crystal Mall #2 
Arlington, VA 22202 

re: Product: Kleenex® Brand Anti-Viral Tissue #2 
Applicant: Kimberly-Clark Corporation 
EPA File Symbol Number: 9402-

July 23, 2002 

Data Transmittal Letter for Resubmission of Study Supporting 
FIFRA Section 3 Registration of a New End-Use Product 

Dear Mr. Heyward: 

On behalf ofKimberly-Clark Corporation, I am resubmitting three (3) copies ofthe following study: 

• Volume 1 of 1 
Consumer Survey: Facial Life Study, Project FACT (Flu and Cold Tissue) 
MRID# 

Please note that the study now includes the required "Supplemental Claim ofData Confidentiality". 

If you have any questions regarding this submission, please contact me at (202) 393- 39G3, ext. 14. 

Sincerely, 

~ 
Eliot I. Harrison 
Agent for Kimberly-Clark Corporation 



N/r-r 
( 

LEWIS & 
HARJtiSON 

122 C Street, N.W., Suite 740 
Washington, D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Consultan.ts in Government Affairs 

HAND-DELIVERED BY COURIER 

Adam Heyward, Product Manager (34) 
Regulatory Management Branch #2 
Antimicrobial Division (7 51 OC) 
Office of Pesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, Crystal Mall #2 
Arlington, VA 22202 

re: Product: Kleenex® Brand Anti-Viral Tissue #2 
Applicant: Kimberly-Clark Corporation 
EPA File Symbol Number: 9402-

July 5, 2002 

Registration Application for New End-Use Product 

Dear Mr. Heyward: 

On behalf of Kimberly-Clark Corporation (KCC), I am submitting a registration application, under 
Section 3 of the Federal Insecticide, Fungicide and Rodenticide Act ("FIFRA") for the new end-use 
product, Kleenex® Brand Anti-Viral Tissue #2. The product is a virucidal tissue. KCC believes that 
the product will provide an important public-health benefit especially during "cold" season. This 
submission and its contents contain confidential business information of KCC. 

Please note that in December, 2001, KCC submitted a registration application for Kleenex® Brand 
Anti-Viral Tissue (EPA File Symbol No. 9402-1). Kleenex® Brand Anti-Viral Tissue #2 contains 
the same active ingredients as Kleenex® Brand Anti-Viral Tissue but different inert ingredients. 
Consequently, a separate registration application, including product-specific studies, are being 
submitted for Kleenex® Brand Anti-Viral Tissue #2. The registration application for Kleenex® 
Brand Anti-Viral Tissue was voluntarily withdrawn by KCC in January, 2002. 

As you may recall, a meeting to discuss the registration requirements for an antiviral tissue product 
was held on February 6, 2001. KCC's meeting minutes and the Agency's response are presented in 
Attachment 1. 
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In support of the registration application for Kleenex® Brand Anti-Viral Tissue #2, the following 
administrative documents and studies are being submitted: 

Administrative Documents 

• Application for Pesticide Form. 

• Confidential Statement of Formula (including attachment describing the derivation of 
active and inert ingredient concentrations). 

• Certification with Respect to Citation of Data Form. 

• Data Matrix (both generic and product specific matrices are included). 

• Proposed Product Label (5 copies). 

• Agent Authorization Letter. 

Studies (3 copies of each study are being submitted) 

• Product Chemistry - the individual studies are listed on the attached data transmittal 
letter. 

• Acute Toxicity- the individual studies are listed on the attached data transmittal letter. 

• Efficacy - the individual studies are listed on the attached data transmittal letter. Please 
note that a summary report from a consumer survey sponsored by KCC (Volume 18) that 
evaluated time-frames for tissue disposal is also being submitted. The consumer survey 
report supports the 15-minute contact time that is necessary for product efficacy. 

• Summary of acute toxicology studies including comments on the eye irritation study and 
the waiver request for the acute inhalation study. 

• Generic toxicity waiver request. 

• Exposure assessment concerning the manufacture and use ofKleenex® Brand Anti-Viral 

Tissue#2. -~ 
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Labeling Issues 

There are two labeling issues that are critical to this application. First, KCC is requesting that the 
Agency not require the "Keep Out of Reach of Children" or "KOROC" statement, pursuant to 40 
C.F.R. § 156.66, on the product label. There are several reasons for not requiring the KOROC 
statement. 

• The active ingredients in Kleenex® Brand Anti-Viral Tissue #2 have been extensively 
reviewed by the Agency and are considered "minimum risk pesticides" pursuant to FIFRA 
Section 25(b) and 40 C.F.R. § 152.25(g). Consequently, both of these active ingredients can 
be currently marketed in pesticide products that do not have to be registered under FIFRA 
and, therefore, do not have to include the KOROC statement in their labeling. 

• Citric acid is widely used in numerous foods consumed by children such as beverages, ice­
cream, candy, and baked goods and sodium Iaury! sulfate is used as a surfactant in shampoos, 
skin cleansers and bath and shower products. Consequently, child exposure to both citric 
acid and sodium lauryl sulfate is widespread. A search of toxicological data bases did not 
reveal any information associating either citric acid or sodium Iaury) sulfate with adverse 
effects in children. 

• For several years, KCC has marketed a silicone ·treated tissue, under the brand name 
Kleenex® UltraSoft Facial Tissue, that contains similar inert ingredients at similar 
concentrations as those used in Kleenex® Brand Anti-Viral Tissue #2. There have been no 
reports from consumers or other public-health related individuals to KCC of any untoward 
effects in children from the use of the silicone treated tissue. In this regard, it should be 
noted that KCC maintains a state-of-the-art system for obtaining and evaluating consumer 
·complaints Accordingly, it is highly likely that the KCC system would have captUred any 
consumer incidents. 

• The nature of the product- tissue- makes it unlikely that the KOROC statement will have 
any positive benefit. Either consumers will ignore the statement since the product is a tissue 
or consumers will avoid the product since a tissue that must be kept away from children will 
be viewed as hazardous and/or useless.· 

• Finally, consistent with the revised labeling regulations (40 C.F.R. §156.66), the product 
meets the criteria of intended use on children, which is one of the authorized basis upon 
which the KOROC statement can be waived. 
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The second critical label issue is the "signal word". KCC is requesting that the Agency not require 
a signal word for Kleenex® Brand Anti-Viral Tissue #2. As you are aware, the Agency no longer 
requires a signal word for Category IV products (40 C.F.R § 156.64). The acute oral, dermal, and 
primary skin irritation studies conducted with Kleenex® Brand Anti-Viral Tissue #2 were all 
Category IV and the product is not a dermal sensitizer. Although mild irritation was observed in the 
eye irritation study, the study director noted that the irritation was likely an artifact of the test system 
rather than a real effect due to the test substance. Accordingly, the study director has provided KCC 
with an opinion that the eye irritation study should probably be classified as Category IV. A copy 
of study director's comments is included in the summary document for the acute toxicology studies. 
Additionally, this effect is noted in the conclusion to the study report. 

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14. 

Elio . Harrison 
Agent for Kimberly-Clark 
Corporation 



LEWIS & 
HAR_R_ISON 
Consultants in Government Alfairs 

122 C Street. N.W .. Suite 740 
Washington. D.C. 20001 

telephone 202.393.3903 
fax 202.393.3906 

Adam Heyward, Product Manager (34) 
Regulatory Management Branch #2 

· Antimicrobial Division (751 OC) 
Office Of Pesticide Programs 
Environmental Protection Agency 
1921 Jefferson Davis Highway, Crystal Mall #2 
Arlington, VA 22202 

re: Product: Kleenex® Brand Anti-Viral Tissue #2 
Applicant: Kimberly-Clark Corporation 
EPA File Symbol Number: 9402-

July 5, 2002 

Data Transmittal Letter for Studies Suppor-ting FIFRA Section 3 Registration 
of a New End-Use Product 

Dear Mr. Heyward: 

On behalf of Kimberly-Clark Corporation, I am submitting t~ee (3) copies of the following studies: 

Product Chemistry 

• Volume I of 18 
Kleenex·~ Brand Anti-Viral Tissue #2: Product Identity and Composition, Description 
of Beginning Materials, Manufacturing Process and Discussion of Impurity Formation 
MRID# 

• Volume2ofl8 

• 

Kleenex® Brand Anti-Viral Tissue #2: Analysis and Certification ofProduct lngrea~t?J]ts:and 
Analytical Method to Verify Certified Limits 
MRID# 

Volume 3 of 18 .. 

Silicone Coated Tissue: Verification of Active Ingredients, Storage S£aollity and ••..•• 
Weight of Dry Tissue 
MRID# 
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• Volume 4 of 18 
Silicone Coated Tissue: Storage Stability and Weight of Dry Tissue 
MRID# 

Exposure Studv 

• Volume 5 of 18 
Kleenex® Brand Anti-Viral Tissue #2: Potential Exposure to the Product's Active 
Ingredients During Manufacture and Use 
MRID# 

Toxicologv Studies 

• Volume 6 of 18 
Waiver Request for Generic Toxicity Data 
MRID# 

• Volume7of18 
Kleenex·» Brand Anti-Viral Tissue #2: Summary of Acute Toxicology Studies and 
Waiver Request for Acute Inhalation Study 
MRID# 

• Volume 8 of 18 
Acute Oral Toxicity!LD50 in Rats 
MRID# 

• Volume 9 of 18 
Acute Dermal Toxicity!LD50 in Rats 
MRID# 

• Volume 10of18 
Acute Eye Irritation in Rabbits 
MRID# 



Toxicology Studies (cont.) · 

• Volume 11 of 18 
Acute Dermal Irritation in Rabbits 
MRID# 

• Volumel2ofl8 
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Delayed Contact Sensitization Test- Buehler Method 
MRID# 

Efficacv Studies 

• Volume 13 of 18 
Virucidal Efficacy of Facial Tissue - For Treated and Untreated Tissue Against 
Rhin.ovirus 1 A, ATCC VR-1364 

MRID# -

• Volume14of18 
Virucidal Efficacy of Facial Tissue- For Treated and Untreated Tissue Against 
Rhinovirus 2, ATCC VR-482 
MRID# 

• Volume 15 of 18 
Virucidal Efficacy of Facial Tissue- For Treated and Untreated Tissue Against 
Influenza A, ATCC VR-1469 
MRID# 

• Volume16of18 
Virucidal Efficacy of Facial Tissue- For Treated and Untreated Tissqc: -l.•.sainst 
Influenza B, CDC ID# 2001701156 
MRID# 
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• Volume17of18 
Virucidal Efficacy of Facial Tissue- For Treated and Untreated Tissue Against 
Respiratory Syn~ytial Virus, ATCC VR-26 
MRID# 

· • Volume 18 of 18 
Consumer Survey: Facial Life Study, Project FACT (Flu and Cold Tissue) 
MRID# 

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14. 

Sincerely, 

?S1d:on 
Agent for Kimberly-Clark Corporation 

. . ..... -.. .. .. 

. . . . . 



PI e'l.~C rea f ms rue tons on reverse e ore completmg arm. b " " Form Approved, OMS No. 2070-0060. Approval expires 05-31-98 

~ EPA United States ~ Registration OPP Identifier Number 

0 Environmental Protection Agency D Amendment 293870 
Washington, DC 20460 D Other 

Application for Pesticide - Section I 
1. Company/Product Number 2. EPA Product Manager - 3. Proposed Classification 
9402-:a- ,f',.V Adam Heyward 
4. Company/Product (Name) PM# ~None 0 Restricted 
Kleenex® Brand Anti-Viral Tissue #2 Team34 
5. Name and Address of Applicant (Include ZIP Code) 6. Expedited Review. In accordance with FIFRA Section 3(c)(3) 
Kimberly-Clark Corporation (b)(l), my product is similar or identical in composition and labeling 
2100 Winchester Road to: 

Neenah, WI 54957 EPA Reg. No. 
PLEASE SEND ALL CORRESPONDENCE TO "CONTACT 

POINT" LISTED BELOW Product Name 
0 Check if this is a new address 

Section- II 

0 Amendment- Explain below. D Final printed labels in response to Agency letter dated ___ 

0 Resubmission in response to Agency letter dated 0 "Me Too" Application 

~ Notification - Explain below. ~ Other- Explain below 

txplanation: Use additional page(s) if necessary. (For Section I and Section II.) 

Registration application for new end-use product, which is a virucidal tissue. Refer to the cover letter for details 

regarding the application. 

Section - Ill 
1. Material This Product Will Be Packaged In: 
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Type of Container 

0 Yes* 0 Yes 0 Yes 0 Metal -
~No ~No ~No ~ Plastic 

If "Yes" No. per If "Yes" No. per D Glass 

*Certification must 
Unit Packaging wgt. container Package wgt. container 

~ Paper 

be submitted D Other (Specify) 
. . · ~- Location of Net Contents Information 4 . Size(s) Retail Container 5. Location of Label Directions 

~ Label 0 Container 1-150 tissues per retail container ~On Label 

0 On labeling accompanying product 
6. Manner in Which Label is Affixed to Product 181 Lithograph 181 Other Printed on box, overwraQ or bag 

0 Paper glued 
0 Stenciled 

Section -IV 

1. Contact Point (Complete items directly below for identification of individual to be contacted, if necessary, to process this application) 

Name Eliot Harrison, Lewis & Harrison Title l Telephone No. (Include Area Code) 

122 C Street, NW- Suite 740, Washington DC 20001 Agent for Kimberly-Clark Corporation 202-393-3903 x14 

Certification 6. Date Application 
I certify that the statements I have made on this form and all attachments thereto are true, accurate and complete. I Received 
acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisonment or both (Stamped) 
under applicable law. 

@ 2. Signatu~ (ff(~ _ 3. Title 

Agent for Kimberly-Clark Corporation 
4. Typed Name I 5. Date 
Eliot Harrison, Lewis & Harrison. July 5, 2002 

.. 
EPA Form 8570-1 (Rev. 8-94) Prev1ous ed1t1ons are obsolete 

.. Wh1te- EPA F1le Coqy \<'ngmal) Yellow- Applicant Copy 



,-, _ • M ::>treet, ::>.w. 

WASHINGTON, D.C. 20460 
Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for 
reregistratiqn and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this collectior. 
of information, including suggestions for reducing the burden to: Director. OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington. DC 20460. 
Do not send the form to this address. 

GENERIC DATA MATRIX 
Date July 5, 2002 

Applicant's/Registrant's Name & Address: 
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 

lngredient{s): Citric Acid (CASRN 77-92-9, Chemical Coda 081801) 
Guideline Reference Number Guideline Study Name MRID Number 

--- ----

Signature 

EPA Reg. ~o./~ile Symbol 9402 - _ (not yet assigned) I Page 1 of 2 

Product 
Kleenex® Brand Anti-Viral Tissue #2 

Submitter Status 

Kimberly-Clark Corp. (#9402) OWN 
-- ---
--- ---

Kimberly-Clark Corp. (#9402) OWN 
Kimberly-Clark Corp. (#9402) OWN 

--- ---
Kimberly-Clark Corp. (#9402) OWN 

--- ---

--- ---
--- ---
--- ---
--- ---

--- ---
-- ---
--- ---
--- ---
--- ---
--- ---
--- ---
--- ---
--- ---
--- ---
--- ---

--- ---
------

Name and Title: Eliot Harrison, Lewis & Harrison 
Agent for Kimberly-Clark Corp. 

Note 

Study Volume 1 
Footnote 1 
Footnote 1 

Study Volume 2 
Study Volume 2 

Footnote 2 
Study Volume 2 

Footnote 3 

Footnote 4 
Footnote 4 
Footnote 4 
Footnote 4 

Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 

Footnote 6 

@ 
Date 

July 5; 2002 
Agoncy Internal Uso Copy 



~ UNITED STATES El\l. ')NMENTAL PROTECTION AGENCY form Approved UMB No. ~oro-oooo 

0 .., 1 M Street, S.W. 

WASHINGTON, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for : 

reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this collectior; 
of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington. DC 20460. 
Do not send the form to this address. 

GENERIC DATA MATRIX 
Date July 5, 2002 

Applicant's/Registrant's Name & Address: 
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 

lngredient(s): Citric Acid (CASRN 77-92-9, Chemical Code 081801) 
Guideline Reference Number. I Guideline Study Name J MRID Number 

FOOTNOTES: 

Signature 

er versions available. Submit only Paper version. 

EPA Reg. No./File Symbol 9402 - _ (not yet assigned) / Page 2 of 2 

Product 
Kleenex® Brand Anti-Viral Tissue #2 

I Submitter 

Name and Title: 

.L Status 

Eliot Harrison, Lewis & Harrison 
Agent for Kimberly-Clark Corp. 

I Note 

(j!) 
Date 

July 5; 2002 
Agoncy lntornal Uso Copy 

I 
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WASHINGTON, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for 
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this collectic.l 
of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W .. Washington, DC 20460. 
Do not send the form to this address. 

GENERIC DATA MATRIX 
Date July 5, 2002 

Applicant's/Registrant's Name & Address: 

Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 

lngredient{s): Citric Acid (CASRN 77-92-9 Chemical Code 081801) 
Guideline Reference Number Guideline Study Name 

40 CFR § 158.150-158.190 PRODUCT CHEMISTRY 
830-1550/61-1 Product Identity and Composition 

830-1600/61-2 Description of the Materials Used to Produce the Product 

830.1650/61-2 Description of the Manufacturing Process 

830.1670/61-3 Discussion of. Formation of Impurities 

830.1700/62-1 Preliminary Analysis 

830.1750/62-2 Certified Limits 

830.1800/62-3 Enforcement Analytical Method 

830.6302-6321 Chemical and Physical Properties 

40 CFR § 158.490 ECOLOGICAL EFFECTS 
850.2100/71-1 Acute Avian Toxicity: Bobwhite Quail/ Mallard Duck 

850.2200/71-2 Subacute Avian Toxicity: Bobwhite Quail/ Mallard Duck 

850.1010/72-2 Acute Toxicity to Freshwater Invertebrates 
850. 1 o75,8so. 1 025,850.1 03Sn2-3 Acute Toxicity- Estuarine/Marine Organisms 

40 CFR § 158.340 TOXICOLOGY 

870.3100/62-1 Subchronic Oral Toxicity, 90 Day- RodenUNonrodent 

670.3200/62-2 Repeated Dose Dermal Toxicity 

870.3250/82-3 Subchronic Qermal Toxicity, 90 Days 

870.3465/82-4 Subchronlc Inhalation Toxicity, 90 Days 

670.6100/62-5 90 Day Neurotoxicity 

870.4100/63-1 Chronic Feeding 

670.4200/83-2 Oncogenicity 

870.3700/83-3 Teratogenicity I Developmental Toxicity 

870.3800/83-4 Reproduction and Fertility Effects 

870.5100-870.5915/84-2 Genetic Toxicity 

870.7 465/85-1 Metabolism and Pharmokinetics 

40 CFR § 158.290 ENVIRONMENTAL FATE 

835.2110/161-1 Hydrolysis 
---··--·--· 

Signature 

onic and Paper versions available. Submit only Paper version. 

EPA Reg. No./File Symbol 9402 - _ (not yet assigned) I Page 1 of 2 

Product 
Kleenex® Brand Anti-Viral Tissue #2 

MRID Number Submitter Status 

• Kimberly-Clark Corp. (#9402) OWN 
Not Applicable --- ---
Not Applicable --- ---

• Kimberly-Clark Corp. (#9402) OWN 
• Kimberly-Clark Corp. (#9402) OWN 

Not Applicable --- ---
• Kimberly-Clark Corp. (#9402) OWN 

Not Applicable --- ---

Not Applicable --- ---
Not Applicable --- ---
Not Applicable --- ---
Not Applicable --- ---

Waiver Request --- ---
WAiver Request -- ---
Waiver Request --- ---
Waiver Request --- ---
Waiver Request --- ---
Waiver Request --- ---
Waiver Request --- ---
Waiver Request --- ---
Waiver Request --- ---
Waiver Request --- ---
Waiver Request --- ---

~t~i~able_ ---
-- -- --··---------

Name and Title: Eliot Harrison, Lewis & Harrison 
Agent for Kimberly-Clark Corp. 

Note 

Study Volume 1 
Footnote 1 
Footnote 1 

Study Volume 2. 
Study Volume 2 

Footnote 2 
Study Volume 2 

Footnote 3 

Footnote 4 

Footnote 4 
Footnote 4 

Footnote 4 

Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 

Footnote 6 

I 



~ UNITED STATES EN' 1NMENTAL PROTECTION AGENCY Form Approved OMB No. 2070-0060 

0 J 1 M Street, S.W. 
WASHINGTON, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for 
reregistratiqn and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this collection 
of information, including suggestions for reducing the. burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington. DC 20460. 
Do not send the form .to this address. 

GENERIC DATA MATRIX 
Date July 5, 2002 EPA Reg. No./File Symbol 9402 - _ (not yet assigned) I Page 2 of 2 

Applicant's/Registrant's Name & Address: Product 
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 Kleenex® Brand Anti-Viral Tissue #2 
lnQredient(s): Citric Acid (CASRN 77-92-9, Chemical Code 081801) 
Guideline Reference Number I Guideline Study Name I MRID Number I Submitter I Status I Note · 

FOOTNOTES: 

• This study is being concurrently submitted with this Data Matrix; therefore, no MRID number has yet been assigned by the US EPA. 

Manufacturing process information is not applicable since the citric acid used in Kleenex® Brand Anti-Viral Tissue #2 meets both pharmaceutical grade (USP) 
and food-grade (FCC) requirements. Additionally, citric acid is considered a "minimum risk pesticide" under 20 CFR Part 152.25(g). Since pesticide products that 
meet the provisions of 152.25(g) are not required to provide manufacturing process information, there is no basis for requiring such information for products that 
contain 152.25(g) active ingredients but do not qualify as exempt products under 152.25(g) for reasons unrelated to the manufacturing process. In this situation, 
Kleenex® Brand Anti-Viral Tissue #2 is not eligible for the 152.25(g) exemption sinr.e the product makes public-health related claims and contains inert 
ingredients that are not listed on List 4. 

2 Certified limits are not applicable since citric acid is a part of an integrated manufacturing process to make an end-use product, Kleenex® Brand Anti-Viral Tissue 
#2. Please note that certified limits for citric acid are provided in the end-use product. · 

3 Chemical and physical property data on citric acid was provided in the Reregistration Eligibility Documents (RED's) for this active ingredient. In addition, citric 
acid is not being separately registered as a manufacturing-use product (MUP), but is used, as indicated above, in an integrated manufacturing process. 

4 Avian and aquatic studies are not applicable since the use pattern for the end-use product, Kleenex® Brand Anti-Viral Tissue #2, is iridoor and there is not 
potential for avian or aquatic .exposure. ' 

5 The rationale for waiving the generic toxicology studies is provided in Study Volume 7. 
6 The Agency has previously waived all environmental fate data requirements, including the hydrolysis study, for citric acid. 

@ 

Signature Name and Title: Eliot Harrison, Lewis & Harrison 
Agent for Kimberly-Clark Corp: 

Date 
Julys: 2002 

Agency Internal Usc Copy 



DEC 21 2001 15=05 FR WOF2 FAM CARE 

~ Kimberly·Ciark 

December 20, 2001 

Adam Heyward, Product Manager (34) 
Regulatory Management Branch #2 

· Antimicrobial Division (7510C) · 
Office of Pesticide Programs . 
Environmental Protection Agency 
1921 Jefferson O~vis Highway #2 
Arlington, VA 22202 

re: Agent Authorization 
Company: Kimberly-Clark Corporation 
Product: Kleenex Ant-Viral 

Dear Mr. Heyward: 

9207215124 TO 91~23933906 

This letter authorizes Eliot Harrison of Lewis & Harrison. 122 C St., N.W., Suite #740, Washington, 
DC, 20001 to act as Kimberly-Clark's agent regarding the FIFRA Section 3 registration 
application for Kleenex Anti-Viral. 

If you have any questions regarding this authorization, please contact me at (920) 721-6835. 

Kent E. Willetts 
Kimberly-Clark Corporation 
2300 Winchester Road 
P.O. Sox 2007 
Neenah, WI 54957-2007 

Kimberly-Clark Corporation 2300Winchester Road P.O. Box 2007 Neenah. Wisconsin 54957-2007 
(920) 721-2000 



Form Approved OMB No. 2070-001 

~ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

0 401 M Street, S.W. 
WASHINGTON, D.C. 20460 

Paperwork Reduction Act ·Notice: The public reporting burden for this collection of information is estimated to "'VF~rage 1.25 ho•1rs per response for 
registration activities and 0.25 hours per response for reregistration and special review activities, including time fo, reading tht in">tructi.Jn::. a~ad r.ompleting 

.. the necessary forms. Send comments regarding the burden estimate or any other aspect of this collection of in~ormation, includ:.1J sug~es:iom. for reducing 
the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, ~.W., Washingh1. DC 20460. 
Do not send the form to this address. 

Certification with Respect to Citation of Data 

Applicant's!Registrant's Name: EPA Regis:ration ~:.Jmber.' Fi!e Symbol 
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 9402-XX 

Active lngredient(s) and/or representative test compound(s): Date 
Citric acid, Sodium Iaury! sulfate 

July 5, 2002 

General use pattem(s) (list all those claimed for this product using 40 CFR Part 158) Product Name 
Kleenex® Brand Anti-Viral Tissue #2 Indoor, Non-Food 

NOTE: If your product is a 100% repackaging of another purchased EPA-registered product labeled for all the same uses on your label, you 
do not need to submit this form. You must submit the Formulator's Exemption Statement (EPA Form 8570-27). 

D I am responding to a Data Call-In Notice, and have included with this form a list of companies sent offers of compensation (the Data 
Matrix form should be used for this EUrpose}. 

SECTION 1: METHOD OF DATA SUPPORT (Check one method only) 

l.J ·1 am using the cite-all method of support, and have included with !8J I am using the selective method of support (or cite-all option 
this form a list of companies sent offers of compensation (the under the selective method), and have included with this form a 
Data Matrix form should be used for this purpose). completed list of data requirements (the Data Matrix form must 

be used). 

SECTION II: GENERAL OFFER TO PAY 

[Required if using the cite-all method or when using the cite-all option under the selective method to satisfy one or more data requirements) 

D I hereby offer and agree to pay compensation, to other persons, with regard to the approval of th_is application, to the extent required by 
FIFRA. 

SECTION Ill: CERTIFICATION 

I certify that this application for registration, this form for reregistration, or this Data Call-In Notice is supported by all data submitted 
or cited in the application for registration, the form for reregistration, or this Data Call-In response. In addition, if cite-all option under the 
selective method is indicated in Section I, this application is supported by all data in the Agency's files that (1) concern the properties or 
-:ffects of this product or an identical or substantially similar product, or one or more of the ingredients in this product; and (2) is a type of 

-.that would be required to be submitted under the data requirements in effect on the date of approval of this application if the 
· ~ ..• ication sought the initial registration of a product of identical or similar composition and uses. 

I certify that for each exclusive use study cited in support of this registration or reregistration, that I am the original submitter or that 
I have obtained the written permission of the original submitter to cite that study. 

I certify that for each study cited in support of this registration or reregistration that is not an exclusive use study, either: (a) I am 
the original data submitter; (b) I have obtained the written permission of the original data submitter to use this study in support of this 
application; (c) all periods of eligibility for compensation have expired for the study; (d) the study is in the public literature; or (e) I have 
notified in writing the company that submitted the study. and have offered (i) to pay compensation to the extent required by sections 
3(c)(1 )(F) and/or 3(c)(2)(8) of FIFRA; and (ii) to commence negotiations to determine the amount and terms of compensation, if any, to be 
paid for the use of the study. 

I certify that in all instances where an offer of compensation is required, copies of all offers to pay compensation and evidence of 
their delivery in accordance with sections 3(c)(1 )(F) and/or 3(c)(2)(B) of FIFRA are available and will be submitted to the agency upon 
request. Should I fail to produce such evidence to the Agency upon request, I understand that the Agency may initiate action to deny, 
cancel or suspend the registration of my product in conformity with FIFRA. 

I certify that the statements I have made on this form and all attachments to it are true, accurate and complete. I acknowledge that 
any knowingly false or misleading statements may be punishable by fine or imprisonment or both under applicable law. 

Signature Date Typed or Printed Name and Title 

July 5, 2002 Eliot Harrison, Agent for Kimberly-Clark Corp. 



~ ·• M Street, S.W. 
WASHINGTON, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for 
reregistratiofl and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this collection 
of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 20460: 
Do not send the form to this address. 

GENERIC DATA MATRIX 
Date July 5, 2002 

Applicant's/Registrant's Name & Address: 
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 

lngredienusl: Sodium Laurvl Sulfate (CASRN 151-21-3, Chemical Code 079011) 
Guideline Reference Number Guideline Study Name 

40 CFR § 158.150-158.190 PRODUCT CHEMISTRY 
830-1550/61-1 Product Identity and Composition 

830-1600/61-2 Description of the Materials Used to Produce the Product 

830.1650/61-2 Desoiption of the Manufacturing Process 

830.1670/61-3 Discussion of·Formation of Impurities 

830.1700/62-1 Preliminary Analysis 

830.1750/62-2 Certified Limits 

830.1800/62-3 Enforcement Analytical Method 

830.6302-6321 Chemical and Physical Properties 

40 CFR § 158.490 ECOLOGICAL EFFECTS 
850.2100171-1 Acute Avian Toxicity: Bobwhite Quail/ Mallard Duck 

850.2200171-2 Subacute Avian Toxicity: Bobwhite Quail/ Mallard Duck 

850.1010172-2 Acute· Toxicity to Freshwater Invertebrates 
850.1075,850.1025,850.1035172-3 Acute Toxicity- Estuarine/Marine Organisms 

40 CFR § 158.340 TOXICOLOGY 

870.3100/82-1 Subchronic Oral Toxicity, 90 Day- RodenVNonrodent 

870.3200/82-2 Repeated Dose Dermal Toxicity 

870.3250/82-3 Subchronlc Dermal Toxicity, 90 Days 

870.3465/82-4 Subchronic Inhalation Toxicity, 90 Days 

870.6100/82-5 90 Day Neurotoxicity 

870.4100/83-1 Chronic Feeding 

870.4200/83-2 Oncogenicity 

870.3700/83-3 Teratogenicity I Developmental Toxicity 

870.3800/83-4 Reproduction and Fertility Effects 

870.5100-870.5915/84-2 Genetic Toxicity 

870.7485/85-1 Metabolism and Pharmokinetics 

40 CFR § 158.290 ENVIRONMENTAL FATE 

835.2110/161-1 Hydrolysis 

Signature 

cfrbnic and Paper versions available. Subrrit only Paper version. 

EPA Reg. No./File Symbol 9402-- (not yet assigned) I Page 1 of 2 

Product 
Kleenex Brand Anti-Viral Tissue #2 

MRID Number Submitter Status Note 

* Kimberly-Clark Corp. (#9402) OWN Study Volume 1 

Not Applicable --- --- Footnote 1 

Not Applicable --- --- Footnote 1 

* Kimberlv-Ciark Corp. (#9402) OWN Study Volume 2 

* Kimberly-Clark Corp.ffl9402) OWN Study Volume 2 

Not Applicable --- --- Footnote 2 

* Kimberly-Clark Corp. (#9402) OWN Study Volume 2 

Not Applicable --- --- Footnote 3 

Not Applicable --- --- Footnote 4 
Not Applicable --- --- Footnote 4 
Not Applicable --- --- Footnote 4 
Not Applicable ... --- Footnote 4 

Waiver Request --- --- Footnote 5 
Waiver Request --- --- Footnote 5 
Waiver Request --- --- Footnote 5 
Waiver Request ... --- Footnote 5 
Waiver Request ... --- Footnote 5 
Waiver Request --- --- Footnote 5 
Waiver Request --- --- Footnote 5 
Waiver Request --- --- Footnote 5 
Waiver Request --- --- Footnote 5 

· Waiver Request ... --- Footnote 5 
Waiver Request --- --- Footnote 5 

Not Applicable --- --- Footnote 6 

Name and Title: Eliot Harrison, Lewis & Harrison 
Agent for Kimberly-Clark Corp. 

Date 
July 5, 2002 

Agoncy lntornol Uso Copy 



~ UNITED STATES EN' 1NMENTAL PROTECTION AGENCY ' 
.. Form Approved OMS No. 2070-0060 

0 . M Street, S.W. 
WASHINGTON, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for 
reregistratior and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the bur~en estimate or any other aspect of this collection 
of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W ., Washington, DC 20460. 
Do not send the form to this address. 

GENERIC DATA MATRIX 
Date July 5, 2002 EPA Reg. No./File Symbol 9402 - _ (not yet assigned) j Page 2 of 2 

Applicant's/Registrant's Name & Address: Product 
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 Kleenex Brand Anti-Viral Tissue #2 
lngredient(s): Sodium Laury! Sulfate (CASRN 151-21-3, Chemical Code 079011) 
Guideline Reference Number I Guideline Study Name I MRID Number I Submitter I Status I Note . 

FOOTNOTES: 

• This study is being concurrently submitted with this Data Matrix; therefore, no MRID number has yet been assigned by the US EPA. 

Manufacturing process information is not applicable since sodium lauryl sulfate is considered a "minimum risk pesticide" under 20 CFR Part 152.25(g). Since 
pesticide products that meet the provisions of 152.25(g) are not required to provide manufacturing process information, there is no basis for requiring such 
information for products that contain 152.25{g) active ingredients but do not qualify as exempt products under 152.25{g) for reasons unrelated to the 
manufacturing process. In this situation, Kleenex® Brand Anti-Viral Tissue #2 is not eligible for the 152.25{g) exemption since the product makes public-health 
related claims and contains inert ingredients that are not listed on List 4. 

2 Certified limits are not applicable since sodium Iaury! sulfate is a part of an integrated manufacturing process to make an end-use product, Kleenex® Brand Anti­
Viral Tissue #2 Please note that certified limits for sodium Iaury! sulfate are provided in the end-use product. 

3 Chemical and physical property data on sodium Iaury! sulfate was provided in the Reregistration Eligibility Documents (RED's) for this active ingredient. In 
addition, sodium Iaury! sulfate is not being separately registered as a manufacturing-use product (MUP), but is used, as indicated above, in an integrated 
manufacturing process. 

4 Avian and aquatic studies are not applicable since the use pattern for the end-use product, Kleenex® Brand Anti-Viral Tissue #2, is indoor and there is not 
potential for avian or aquatic exposure. 

5 The rationale for waiving the generic toxicology studies is provided in Study Volume 7. 
6 The Agency has previously waived all environmental fate data requirements, including the hydrolysis study, for sodium Iaury! sulfate. 

Signature Name and Title: Eliot Harrison, Lewis & Harrison 
Agent for Kimberly-Clark Corp. 

g 
Date 

July 5; 2002 
ic and Paper versions available. Submil only Paper version. Agoncy lntornal Usa Copy 



,, • 1r1 ~r..•...-ta. 1 ~·••· 

WASHINGTON, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for 
reregistrati~n and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this collection 
of information. including suggestions for reducing the burden to: Director. OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington. DC 20460 .. 
Do not send the form to this address. 

GENERIC DATA MATRIX 
Date July 5, 2002 

Applicant's/Registrant's Name & Address: 
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 

lngredient(s): Sodium Lauryl Sulfate (CASRN 151-21-3, Chemical Code 079011) 
Guideline Reference Number Guideline Study Name MRID Number 

EPA Reg. No./File Symbol 9402 - _ (not yet assigned) I Page 1 of 2 

Product 
Kleenex Brand Anti-Viral Tissue #2 

Submitter Status 
' 

Kimberly-Clark Corp. (#9402) OWN 
--- ---
--- ---

Kimberly-Clark Corp. (#9402) OWN 
Kimberly-Clark Corp. (#9402) OWN 

--- ---
Kimberly-Clark Corp. (#9402) OWN 

--- ---

--- ---
--- ---

---
--- ---

--- ---
--- ---
--- ---
--- ---
--- ---
--- ---
--- ---
--- ---
--- ---
--- ---
--- ---

. 
--- ---

Name and Title: Eliot Harrison, Lewis & Harrison 
Agent for Kimberly-Clark Corp. 

Note 

Study Volume 1 
Footnote 1 
Footnote 1 

Study Volume 2 
Study Volume 2 

Footnote 2 
Study Volume 2 

Footnote 3 

Footnote 4 
Footnote 4 
Footnote 4 
Footnote 4 

Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 
Footnote 5 

Footnote 6 

@ 
Date 

Julys; 2002 
Agoncy lntornal Uso Copy 



,.. UNITED STATES EN' ')NMENT AL PROTECTION AGENCY Form Approved OMB No. 2070-0060 

0 _ , M Street, S.W. 

WASHINGTON, D.C. 20460 
Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for 
reregistrati9n and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this collection 
of information, including suggestions for reducing the burden to: Director, OPPE Information M;Jnagement Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington. DC 20460. 
Do not send the form to this address. 

GENERIC DATA MATRIX 
Date July 5, 2002 

Applicant's/Registrant's Name & Address: 
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 
lngredient(s): Sodium Lauryl Sulfate (CASRN 151-21-3, Chemical Code 079011) 
Guideline Reference Number 1 Guideline Study Name j MRID Number 

FOOTNOTES: 

Signature 

EPA Form 8570·35 (9-97) Elecl\-onic and Paper versions available. Subrril only Paper version. 

EPA Reg. No./File Symbol 9402 - _ (not yet assigned) I Page 2 of 2 

Product 
Kleenex Brand Anti-Viral Tissue #2 

l Submitter 

Name and Title: 

lStatus 

Eliot Harrison, Lewis & Harrison 
Agent for Kimberly-Clark Corp. 

I Note 

ciiJ 
Date 

July 5, 2002 
Agoncy lnlornal Uso Copy 



,, .. 
WASH I 

1 M Street. S.W 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for 
reregistration and special review activities, including time for reading the inst~uctions and completing the necessary forms. Send comments r43garding the burden estimate or any other aspect of this collection 
of informati'on, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington. DC 20460. 
Do not send the form to this address. 

END USE DATA MATRIX 0 

Date July 5, 2002 EPA Reg. No./File Symbol 9402 - _ (not yet assigned) I Page 1 of 2 

Applicant's/Registrant's Name & Address: Product 
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 Kleenex® Brand Anti-Viral Tissue #2 

lngredient(s): A) Citric Acid (CASRN 77-92-9, Chemical Code 021801) 
B) Sodium Laury! Sulfate (CASRN 151-21-3, Chemical Code 079011) 

Guideline Reference Number Guideline Study Name MRID Number Submitter Status Note 

40 CFR § 158.150-158.190 PRODUCT CHEMISTRY 
830.1550/61-1 Produd Identity and Composition * Kimberly-Clark Corp. (#9402) OWN Study Volume 1 
830.1600/61-2 Description of the Materials Used to Produce the Product * Kimberly-Clark Cor~ (#9402) OWN Study Volume 1 
830.1650/61-2 Description of.the l'vlanufacturing Process * Kimberly-Clark Corp. (#9402) OWN Study Volume 1 
830.1670/61-3 Discussion of Formation of Impurities * Kimberly-Clark Corp_.1#9402J. OWN Study Volume 1 
830.1700/62-1 Preliminary Analysis * Kimberly-Clark Corp. (#9402) OWN Study Volume 2 

* Kimberly-Clark Corp. (#9402) OWN Study Volume 5 
830.1750/62-2 Certified Limits * Kimberly-Clark Corp_.J#9402) OWN Study Volume 2 
830.1800/62-3 Enforcement Analytical Method * Kimberly-Clark Corp. (#9402) OWN Study Volume 2 
830.6302/63-2 Color Not Applicable -- --- Footnote 1 
830.6303/63-3 Physical State * KimberlY-Clark Corp~ (#9402) OWN Study Volume 1 
830 0 6304/63-4 Odor Not Applicable -- --- Footnote 1 
830.7200/63-5 Melting Point Not Applicable --- --- · Footnote 2 
830.7220/63-6 Boiling Point Not Applicable --- --- Footnote 2 
830.7300/63-7 Density/Relative Density/Bulk Density * ·Kimberly-Clark Corp. (#9402) OWN Study Volume 2 
830.7840/63-8 Solubility (Column elution/shake flask) Not Applicable --- --- Footnote 2 
830.7950/63-9 Vapor Pressu,re Not Applicable --- --- Footnote 2 

830.7370/63-10 Dissociation Constant Not Applicable --- --- Footnote 2 
830.7550/7560/7570/63-11 Partition Coefficient Not Applicable --- --- Footnote 2 

830.7000/63-12 pH Not Applicable --- --- Footnote 2 
830.6313/63-13 Stability Not Applicable --- --- Footnote 2 
830.6314/63-14 Oxidation/Reduction: Chemical Compatibility Not Applicable --- --- Footnote 2 
830.6315/63-15 Flammability Not Applicable --- --- Footnote 2 
830.6316/63-16 Explodabiiity Not Applicable --- --- Footnote 2 
830.6317/63-17 Storage Stability * Kimberly-Clark Corp. (#9402) OWN Study Volume 3 

* Kimberly-Clark Corp. (#9402) OWN Study Volume 4 
830.7100/63-18 Viscosity Not Applicable --- --- Footnote 2 
830.6319/63-19 Miscibility Not Applicable --- --- Footnote 2 
830.6320/63-20 Corrosion Characteristics Not Applicable --- --- Footnote 2 _.c-
830.6321/63-21 Dielectric Breakdown Voltage Not Applicable --- --- Footnote 2 f ,}t 

1~ 
Signature ~ , II I Name and Title: Eliot Harrison, Lewis & Hbrrison Date 

~-~ Agent for Kimberly-Clark Corp. July 5 
.. -- . ~ - . -· . -y I"Dp gcncy py 



~ UNITED STATES EN' ONMENT AL PROTECTION AGENCY t-orm Approvea 0 

0 .... 1M Street, S.W. 
WASHINGTON, D.C. 20460 

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for . 
reregistratiqn and special review activities, including time for reading the instructions and completing the necessary. forms. Send comments regarding the blJi'den estimate or any other aspect of this collection 
of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington. DC 20460. 
Do not send the form to this address. 

END USE DATA MATRIX 
Date July 5, 2002 EPA Reg. No./File Symbol 9402 - _ (not yet assigned) l Page 2 of 2 

Applicant's/Registrant's Name & Address: Product 
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 Kleenex® Brand Anti-Viral Tissue #2 

lngredient(s): A) Citric Acid (CASRN 77-92-9, Chemical Code 021801) 
B) Sodium Lauryl Sulfate (CASRN 151-21-3, Chemical Code 079011) 

Guideline Reference Number Guideline Study Name MRID Number Submitter I Status 

40 CFR § 158.340 TOXICOLOGY 

870.1100/81-1 Acute Oral Toxicity • Kimberly-Clark Corp. (#9402) OWN 

870.1200/81-2 Acute Dermal Toxicity • Kimberly-Clark Corp. (#9402) OWN 

870.1300/81-3 Acute Inhalation Toxicity Waiver Request --- ---
870.2400/81-4 Primary Eye Irritation . • Kimberly-Clark Corp. (#9402) OWN 

870.2500/81-5 Primary Dermal Irritation • Kimberly-Clark Corp. (#9402) OWN 

870.2600/81-6 Skin Sensitization • Kimberly-Clark Corp. (#9402) OWN 

40 CFR § 158.640 PRODUCT PERFORMANCE 

Efficacy against Rhinovirus 1A • Kimberly-Clark CorQ. (#9402) OWN 
Efficacy against Rhinovirus 2 . Kimberly-Clark Corp. J#9402) OWN 
Efficacy against Influenza A . Kimberly-Clark Corp. (#9402) OWN 
Efficacy against Influenza B • Kimberly-Clark Corp. (#9402) OWN 
Efficacy against Respiratory Syncytial Virus . Kimberly-Clark Corp. (#9402) OWN 
Consumer Survey Study • Kimberly-Clark Cor~9402)_ OWN 

--- - -

FOOTNOTES: 

• This study is being concurrently submitted with this Data Matrix; therefore, no MRID number has yet been assigned by the US EPA. 

1 As per PR Notice 92-5, color and odor are not required for end-use products. 

2 The end-use product, Kleenex® Brand Anti-Viral Tissue #2, is a tissue and there is no expressable liquid from this tissue. Therefore, these study 
requirements are not applicable. 

Note 

Study Volume 8 

Study Volume 9 

Study Volume 6 
Footnote 3 

Study Volume 1 0 

Study Volume 11 

Study Volume 12 

Study Volume 13 
Study Volume 14 
Study Volume 15 
Study Volume 16 
Study Volume 17 

Study Volume 18 

6 
3 Kimberly-Clark is requesting that the Agency waive the acute inhalation study for Kleenex® Brand Anti-viral Tissue #2 since inhalation exposure will not occur under 

conditions of use. The product is a tissue into which is a virucidal component has been impregnated. Unlike disinfectant wipe products, the tissue does not contain 
any solution that can be expressed during normal use. Accordingly, inhalation exposure is extremely unlikely. 

Signature r_ ,..,-_ , 1 I I Name and Title: Eliot Harrison, Lewis & Harrison / Date 
Agent for Kimberly-Clark Corp. July 5, 2002 

Agoncy lnlornal Uso Copy 
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Identity of product impurities._ 
.. 

Des~ription of the product manufactu~ing process. 

Description of quality controi proced.ures. 
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PR FORM 9-11 
UUlY 1970) 

FILE SYMBOL 

9HtJ-IP~· 
REGISTRATION NO . 

. . 

CONFI.DENTIAL STATEMENT OF FORMULA ENCLOSED 
DATE SUBMITTED BY (.1) 

SUBMITTED APPUCANT BASIC SUPPUER 

'7/'1 /~:< 

•. .. 

Do Not ·Write Comments, 
Formula, or Parts of Formula 

on This Envelope 

NOTE 
It shall be unlawful-for ahy person to use for his own advantage or 

. . . 
to reveal~·other than to t~e Secretary, or officials or employees of the 

United States Departm~nt of Agriculture or other Federal a.gencles, or 

to the courts In response to a:si.Jbpoena, or to physicians, and In emer­

gencies to.pharmaclsts and other qualified persons, for. use in the 

preparation of antidotes; In accordance with such directions as the 
( 

Secretary may prescribe, any Information relative to formulas of 

products acquired by authority of Section 4 of the "Federal Insecticide, 

Fungicide, and Rodenticide Act." 
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__ , 

Note. to reviewer: All text in brackets [xxx) is optional and may or rr:ay not be included on a final label. 
All text in braces {xxx} is administrative and will not appear on a final label. 
Final packaging may be translated into French and/or Spanish 

{FRONT PANEL:} 

{Primary Brand Name:} Kleenex® Brand Anti-Viral* Tissue #2 

Net Contents: [1 through 150] 3-Piy [White] [Printed] Tissues 8.6x 8.4in I 
21.8 x 21.3 em 

ACTIVE INGREDIENTS: 
Citric Acid ............................... 7.51% 
Sodium Lauryl Sulfate .......... ·.' ... 2.02% 
INERT INGREDIENTS: ............ 90.47% 
Total: .................................. 100.0°/o / 

Kleenex® Brand [Tissue] 

Open Here 

[Date code] 

Page 1 of 4 



Note !O reviewer: All text in brackets [xxx) is optional and may or may not be included on a final label. 
All text in braces {xxx} is administrative and will not appear on a final label. 
Final packaging may be translated into French and/or Spanish 

{FRONT OR BACK PANEL MARKETING CLAIMS:} 

[New) { "Newn will only appear on the label for the first 6 months of distribution} 

(New) [Try-Me) (NOW] [Anti-Viral* Tissue!] (NOW with] [Anti-Viral* Formula!] [Virus*-Neutralizing Formula] 
[Neutralizes Cold & Flu Viruses*] (Cold & Flu Germs*) (Viruses*!] [Cold & Flu Virus*) [Virus· Neutralizing Layer!] [Kills] 
[Neutralizes) [99.9% of] [Cold & Flu Germs*] [Cold & Flu 
Viruses*] [Viruses*] (See back panel for details] [Still just as] [soft] 

[Stop Spreading Cold & Flu Germs*} [Anti-Viral* Ingredients] 

· [Prepare for [Cold & Flu Viruses*] [Viruses*] [Cold & Flu Germs*]] 

[Help Stop the Cold & Flu [Virus*] Cycle] 

[Help stop t~e Cycle of Cold & Flu [Viruses*]] 

[Help Stop tbe Spread of [Cold & Flu Germs**] [Cold & Flu Viruses*] [Viruses*]) 

(Introducing a revolution in facial tissues!] 

[Keep [Cold & Flu] [\jiruses*] [Germs*) to Yourself] 

(It's Cold & Flu Season - Be Prepared!] 

[Now You Can Prepare for Cold & Flu Season] 

[Ready for Cold & Flu Season?] 

[Help Break the Cycle of] [Cold & Flu Germs*] [Viruses*] [Cold & Flu Viruses*] 

[He!p Keep [Cold & Flu Viruses*] [Viruses*] (Cold & Flu Germs*] From Spreading] 

[KLEENE~ tissue- a barrier of protection against everyday] [cold & flu germs*] {cold & flu viruses*] [viruses*]] 

[Block) [Cold [& Flu] Germs*] [Cold [& Flu] Viruses*] [Viruses*] 

[New) [KLEENE_xf>[UIIra Soft] ANTI-VIRAL* Tissues have [GermBiocker*] [Anti-Viral* Blue Layer] [Cold (&Flu] Virus* Lock] 
[Cold & Flu][Germ Barrier*] [Germ Defense*] [Germ Shield*] a new middle layer [formula] that's [scientifically] [clinically] proven 

~-'' to [neutralize] [kill} [99.9% of] [viruses1 [germs*] [cold & flu viruses*] [cold & flu germs*] that cause colds and flu. Be·prepared 
with [soft]. [three-layered] KLEEN~ ANTI-VIRAL* nssues.] 

[Now KLEEN~ [Ultra Soft] Tissue gives you (a] [an] [super soft] [soft], anti-viral* tissue with a special [moisture activated) 
middle layer (formula] (scientifically] [clinically] proven to [neutialize) [kill] [99.9% of] {cold & flu viruses*] {viruses*] {cold & flu 
germs*.]] {Help Stop the cycle of {cold & flu viruses*] [viruses*] [cold & flu germs*] in your family.] [Try new KLEEN~ [Ultra Soft} 
ANTI-VIRAL* Tissues today.] 

(We're always looking for ways to help keep your family happy. That's why [soft], [new] KLEENE~ [Ultra Soft) ANTI-VIRAL· 
Tissues-have a special middle layer (formula] that's (scientifically] [clinically] proven to (neutralize] [kill] (99.9% of] [cold & flu 
germs*] [viruses*] (cold & flu viruses*]. [Buy them for your family this season.]] 

[(Scientifically] (Clinically) proven, [New] Kleenex«> [Ultra Soft] Anti-Viral* nssues [neutralize] [kill] (9.9.9% of] [c.>:~-& fl.J 
viruses*] [viruses*] [cold & flu germs*}.] [Use [new] [super soft} Kleenex«> [Ultra Soft] Anti-Viral* ti::~s3.t.:> help stop t:1d cycle of 
[cold & flu germs*] [cold & flu viruses*} (viruses*} in your home.] · 

(Only KLEENEX® [Ultra Soft] Tissue gives you a tissue with (three] [super soft] [soft] layers, includi~J""a ':lliddle layer [formula) 
[scientifically] [clinically] (proven] [to) (that] [neutralize] [kill] [99.9% of] [viruses*] [cold & flu viruses1-[~01d & flu .aercn*].] 

[clinically] proven to [neutralize] [kills} [common] [viruses*] [germs*] that cause colds & flu.] · .. . . ./ q [New] [KLEENEX® [Ultra Soft] Anti-Viral* Tissues have a unique [moisture activated) middle layer [f,··rmt~la] [scien-ti~~al{;&ly) "' 

. _--~:~-~()~ 
Page 2 of 4 



...... _~ 

Note to reviewer: All text in brackets (xxx] is optional and may or may not be included on a final label 
All text in braces {xxx} is administrative and will not appear on a final label. · 
Final packaging may be translated into French and/or Spanish 

[New] [KLEEN.Ex® [Ultra Soft] Antl~Viral* Tissues have three [soft] layers and a special moisture-activated formula [middle 
layer] that [is] [clinically] [scientifically] (proven to] helps stop the spread of [cold & flu viruses*] [viruses*] {cold & flu germs*].] 

[New] {KLEENEX® [Ultra Soft) Anti-Viral* Tissues help stop the spread of [cold & flu germs*] [cold & flu viruses*] (viruses*]. 
These new tissues have a unique [moisture activated] speciat'middle layer {formula] that [is] [clinically] (scientifically] {proven 
to] [neutralizes] [Kills] [99.9% of] {common] [viruses*] (germs*] that cause colds and flu.] 

[New] [KLEENEx® [Ultra Soft] Anti-Viral* Tissues have a moisture-activated middle layer (formula] that [~tops] [neutralizes] 
[kills] most (common] [cold & flu viruses*] (viruses*) [cold & flu germs*).] 

[For noses [that just want] extra comfort, now [our) [the] [softest) tissues, Kleenex® [Ultra Soft] Brand Tissues, have Anti-Viral* 
protection.] [[Scientifically) [clinically] proven to [neutralize] [kill] [99.9% of] [cold & flu germs*] (cold & flu viruses*) [viruses*].] 

[Our] [the] [softest] [three-layered] Kleenex® (Ultra Soft] Brand Tissues now have Anti-Viral* protection! With a (special] 
[unique] [moisture activated] middle layer [formula] that is [scientifically) (clinically] proven to [neutralize] [kill] [99.9% of] [cold & 
flu germs*] [cold & flu viruses*] [viruses*].] ' 
. . 
[Now [our] (the] [softest] [three layered] Kleenex® [Ultra Soft] Brand Tissues gives you an Anti-Viral* middle layer [formula) 
[scientifically] [clinically] proven to [neutralize] [kill] [99.9% of] [viruses*] (cold & flu viruses*] [cold & flu germs*). Help stop the 
cycle of {cold & flu viruses*] [viruses*] (cold & flu germs*) in your family. Try {new] KLEENE)(® {Ultra Soft] ANTI-VIRAL* Tissues 
today.) 

[It seems that once one person in the family gets a cold it's only a matter of time before everyone else gets it.] [Introducing new 
KLEENEX® Anti-Viral [revolutionary] tissues {with a treated middle layer] that kills 99.9% of cold and f~u germs [in the tissue]. ] 

[E;:;pecially designed for the whole family] [Great for use in hospitals, schools, churches, day care facilities. physicians' offices'.] 

[Look for the blue dot pattern.] 

(KLEENEx® Anti-Viral tissues with the blue dots.] 

(Thank Goodness for Kleenex® tissue.]. 

{Alternate Brand Names:} Kleenex® [Ultra Soft) Brand [with] [Advanced Care] [Anti-Germ*) [Anti-Viral*] (GermBiock*) Tissue 

{When final graphics are selected, the name of the graphic will appear above the UPC symbol. The name, while short. 
typically describes some element of the graphic so that consumers have a specific reference when contacting Kimberly-Clark 
via the Consumer Services Department.} 

····~~ 

® 
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Note to reviewer: All text in brackets [xxx} is optional and may or may not be included on a final label. 
All text in braces {xxx} is administrative and \Viii not appear on a final label. 
Final packaging may be translated into French and/or Spanish 

{BACK PANEL:} 

Directions for Use: It is a violation of Federal law to use this product in a 
manner inconsistent with its labeling. Use to help prevent the spread of 
[viruses*] [cold & flu viruses*] [cold & flu germs*]. [Complete] [Total] 
[99.9%][neutralization] [kill] finactivation] of [target] viruses* within 15 
minutes [after contact]. 

*Virucidal Against: Rhinoviruses Type 1 A and 2 [Rhinoviruses are the leading 
cause of the common cold], Influenza A and Influenza B [cause of the flu], 
Respiratory Syncytial Virus [RSV- the leading cause of lower respiratory 
infection in children]. 

Storage and Disposal: Store in a dry area. Dispose of used tissues in a 
normal fashion. Do not reuse empty container. 

1-800-553-3639 weekdays 8 a.m. to 4 p.m. CT 
Kimberly-Ciark Corporation. Dept. [XXX]-1 08 
PO Box 2020, Neenah, WI 54957-2020 

Printed in USA 
Made in USA {graphic} 

www.kleenex.com 

® Registered Trademark of Kimberly-Clark Corporation 
© 1986, 2002 KCC 
Made under the following US patents: _______ _ 

{Graphic} This box is made from 100% recycled paper 
{UPC Symbol} 

EPA Registration No. ____ _ 
EPA Est. No. _____ _ 
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